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• Pretreated patients

• Reduced performance status: tolerability becomes more important

• Low response rates: tumor control becomes important

• More symptomatic patients: symptom control and symptom improvement become important 

• It is hard to show any improvement in efficacy...

Challenges in succesive therapies



Challenges in succesive therapies
“Classic” 2nd line therapy



Molecular profiling

Pennell. JCO Precision Oncol 2020



Today, all patients become resistant

Aldea. Cancer Discovery 2021



Algorithms

Tan. JCO 2022



Actionable genomic alterations



Cellular composition within TME and effect on TKI resistance

Yang. Signal Transduction and Targeted Therapy 2022



Cellular composition within TME and effect on TKI resistance
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Overview of the mechanisms of tumor resistance to TKIs

Yang. Signal Transduction and Targeted Therapy 2022



Schmid. Lung Cancer 2020

Resistance to EFGR TKis
Known mechanisms of EGFR resistance

Laface. Pharmaceutics 2023
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Resistance to EFGR TKis
1st-2nd generation EGFR TKis

Laface. Pharmaceutics 2023



Schmid. Lung Cancer 2020

Resistance to EFGR TKis
3rd generation EGFR TKis 2nd line therapy

Laface. Pharmaceutics 2023



Schmid. Lung Cancer 2020

Mechanisms of osimertinib resistance
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EGFR dependent – secondary mutations

Leonidas. BJC 2019                   



Schmid. Lung Cancer 2020

Resistance to EFGR TKis
EGFR dependent – secondary mutations – C797S

Rangachari. JTO 2019



Schmid. Lung Cancer 2020

Resistance to EFGR TKis
EGFR dependent – secondary mutations – C797S

Rangachari, JTO 2019. Calles SEOM 2023



Schmid. Lung Cancer 2020

Resistance to EFGR TKis
EGFRindependent – activation of bypass pathways

Leonidas. BJC 2019                   



Schmid. Lung Cancer 2020

Resistance to EFGR TKis
3rd generation EGFR TKis 1st line therapy

Laface. Pharmaceutics 2023



Acquired resistance to TKis and next therapies

García-Pardo, Prec Canc Med 2021. Calles, SEOM 2023



Combos

ADC

BsAb

Acquired resistance to TKis and next therapies

Chemotherapy

(+/- TKi??)

Increase dose

Check Ddi

Change TKi

Next-gen TKi

ADC

BsAb

García-Pardo, Prec Canc Med 2021. Calles, SEOM 2023
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Monotherapy IO in EGFR/ALK/ROS1 NSCLC

Calles ASCO 2020



Turning cold tumors into hot tumors?

Duan. Tr Cancer 2021



IO + chemotherapy in EGFR NSCLC
CheckMate 722



IO + chemotherapy in EGFR NSCLC
CheckMate 722 Keynote 789



IO + chemotherapy in EGFR NSCLC
CheckMate 722 Keynote 789 ImPower 151



IO + chemotherapy + antiVEGF in EGFR NSCLC
ORIENT 131



IO + chemotherapy + antiVEGF in EGFR NSCLC
ORIENT 131 ImPower 150



Passaro. JCP 2023

Overview of ADCs for lung cancer



Remón. ESMO 2023

Selection of ADCs for lung cancer



Clinical trials in EGFR resistant NSCLC
Drug and trial Trial design Outcomes Toxicities G≥3

On and off target resistance

Avimantamab + lazertinib
CHRYSALIS

Phase I
ORR, DoR, PFS, safety
n=45, EGFR 2L prior osi, chemo
naïve

ORR 36%
DoR 9.6 mo
PFS 4.9 mo

16%
Discont. 4%

Amivantamab + lazertinib
CHRYSALIS-2

Phase II cohort A
ORR, DoR, PFS, OS, safety
n=162 EGFR 3L prior osi and 
chemo

ORR 36%
DoR 5.1 mo
PFS 5.1 mo
mOS 14.8 mo

Discont. 7%

Necitumumab + osimertinib
NCT02496663

Phase I Cohort E
ORR, PFS, safety
n=18 EGFR 2L prior osi

ORR 16%
PFS 2.3 mo

38%
(rash 20%)

Selumetinib + osimertinib
TATTON

Phase IB part B
ORR, PFS, safety
n=47 EGFR 2L prior Tki,
n=35 prior 3GTKi

ORR 34%
ORR 3GTKi 22.9%
PFS 4.2 mo

23%

Blaquier. Clin Cancer Res 2023



Clinical trials in EGFR resistant NSCLC

Drug and trial Trial design Outcomes Toxicities G≥3

Off-target MET driven resistance

Savolitinib + osimertinib
TATTON

Phase IB part B1
ORR, PFS, safety
n=69 EGFR mutant and MET 
amplified

ORR 33%
DoR 7.9 mo
PFS 4.4 mo

57%

Savolitinib + osimertinib
SAVANNAH

Phase II
ORR, DoR, PFS, safety
n=109 EGFR mutant and MET 
amplified

ORR 49%
DoR 9.3 mo
PFS 7.1 mo

Not reported

Tepotinib + osimertinib
INSIGHT 2

Phase II
ORR
n=70 EGFR mutant and MET 
amplified by FISH

ORR FuP>9 mo
54.5% (n=22)
ORR FuP>3 m 45.8% 
(n=48)

23-9%

Blaquier. Clin Cancer Res 2023



Clinical trials in EGFR resistant NSCLC

Drug and trial Trial design Outcomes Toxicities G≥3

Delivering targeted chemotherapy

TDM-1 + chemotherapy
TRAEMOS

Phase II
ORR, PFS
n=27 EGFR mutant HER2 positive 
by IHC or HER2 amplified

ORR 13%
PFS 2.8 mo

21%

Patritumab deruxtecan
NCT03260491

Phase I
ORR, DoR, PFS, safety
n=44 EGFR mutant 3L prior osi
and chemotherapy

ORR 39%
DoR 7 mo
PFS 8.2 mo
OS NE

54%
Discont. 11%

Datopotamab deruxtecan
TROPION-pantumor1

Phase I
ORR, DoR, safety
n=34 NSCLC with AGA

ORR 35%
DoR 9.5 mo

54%
Discont 14%

Telisotuzumab vedotin
LUMINOSITY

Phase II Cohort EGFR
ORR
n=60 EGFR mut 3L

ORR 11.6%
ORR 16.7% MET-
high cohort

Telisotuzumab vedotin + 
osimertinib
NCT020990523

Phase I
ORR, safety
n=25 EGFR mut MET 
overexpresing prior osi

ORR 58% 32%



Summary combinations at TKI progression

Calles. SEOM 2023



Summary combinations at TKI progression (till sept 2023) 

Calles. SEOM 2023



MARIPOSA-2

Trial design

Passaro. ESMO 2023



MARIPOSA-2

Progression-free survival by BICR

Passaro. ESMO 2023



MARIPOSA-2

Progression-free survival by BICR and ORR

Passaro. ESMO 2023

Amivantamab-chemo and amivantamab-lazertinib 
chemo reduced risk of progression or death by 52% and 

56%, respectively (median FUP 8.7 mo)



MARIPOSA-2

Progression-free survival by BICR and ORR

Passaro. ESMO 2023

Amivantamab-chemo and amivantamab-lazertinib 
chemo reduced risk of progression or death by 52% and 

56%, respectively (median FUP 8.7 mo)



MARIPOSA-2

Early interim overall survival (8.7 mo)

Passaro. ESMO 2023



MARIPOSA-2

Intracranial progression-free survival by BICR

Passaro. ESMO 2023



MARIPOSA-2

Intracranial progression-free survival by BICR

Passaro. ESMO 2023

Lazertinib is adding benefit?
More mature data awaited



MARIPOSA-2

Intracranial progression-free survival by BICR

Passaro. ESMO 2023



Anti HER2 agents
DESTINY-Lung 01 + DESTINY-Lung 02 pooled analysis with and without brain metastases

Planchard ESMO 2023



HER2 mutant patients
DESTINY-Lung 01 + DESTINY-Lung 02 pooled analysis with and without brain metastases: response (BICR)

Planchard ESMO 2023



Datopotamab deruxtecan in 2L NSCLC with actionable genomic alterations
TROPION-Lung05 design

Paz Ares. ESMO 2023



Datopotamab deruxtecan in 2L NSCLC with actionable genomic alterations
TROPION-Lung05: radiological response

Paz Ares. ESMO 2023



Datopotamab deruxtecan in 2L NSCLC with actionable genomic alterations
TROPION-Lung05: response (BICR)

Paz Ares. ESMO 2023



• Antitumour activity with Dato-Dxd in heavily pretreated patients even those
with genomic alterations

•

• Safety profile: manageable, nausea and stomatitis most frequent AEs

• Ongoing phase III trial TROPION-Lung01 assessing Dato-Dxd vs docetaxel in 
pretreated patients

Datopotamab deruxtecan in 2L NSCLC with actionable genomic alterations
TROPION-Lung05: safety profile and conclusions

Paz Ares. ESMO 2023



Phase III datopotamab deruxtecan vs docetaxel
TROPION-Lung01: design

Lisberg. ESMO 2023



Phase III datopotamab deruxtecan vs docetaxel
TROPION-Lung01: interim overall survival

Lisberg. ESMO 2023



Phase III datopotamab deruxtecan vs docetaxel
TROPION-Lung01: progression-free survival

Lisberg. ESMO 2023



Phase III datopotamab deruxtecan vs docetaxel
TROPION-Lung01: progression-free survival by histology

Lisberg. ESMO 2023



Phase III datopotamab deruxtecan vs docetaxel
TROPION-Lung01: progression-free survival by histology

Lisberg. ESMO 2023



ADCs in oncogene-driven NSCLC

Remón. ESMO 2023



Taletrectinib in ROS1 NSCLC
TRUST-II study: design

Perol. ESMO 2023



Taletrectinib in ROS1 NSCLC
TRUST-II study: responses

Perol. ESMO 2023
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Difference between mutations from baseline to progression
ELIOS study: EGFR 1L to PD

Piotrowska ESMO 2022
Paired biopsies in only 36% of patients



Challenges with ADCs in oncogene-driven NSCLC

Hendriks and Remón. JCO 2023





How do we move forward?



Patient preferences and tolerability
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Local therapies at progression

Hubbeling. JCO 2022



Other “local” resistance mechanisms: availability in Spain

Calvo. Clin Transl Oncol 2023
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1. Impact of molecular profiling in NSCLC therapy

2. In NSCLC with actionable genomic alterations, all patients become resistant

3. Patient profile: symptoms, comorbidities, preferences…

4. Drugs: impact of new generation Tkis, increasing knowledge about ADCs, no 
clear rule for IO…

5. Drugs: monotherapy vs combination

6. Understanding resistance: Biomarkers? Tissue vs liquid biopsy

7. Local therapies in local/oligometastatic progression

8. Availability of drugs

Take-home messages: challenges in resistance



Muchas gracias

@analauraortega

analauraortega@gmail.com
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