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 Old target and resistance targeting 
(sensitizing EGFR) 

    -  TKI + antiangiogenic 
    -  TKI + chemo 
    -  HER3 Ab 
    -  Bispecific antibody 
 Uncommon old target (ex 20 EGFR) 
     - TAK-788 
 New targets (MET muts and RET fus) 
     - Capmatinib, Tepotinib  
     - BLU-667 
 

 IO in neoadjuvant setting 
     - atezo 
     - nivo vs. nivo+ipi 
 Maintenance antiangiogenics 

What’s new for 
wild type and oncogene-addicted NSCLC? 

Intriguing translational studies 
but pCR and MPR with chemo-

IO more attractive 

Not practice-changing 

Potentially practice-changing  
- Diagnostic process 

- Treatment algorithm 



Gefitinib, Erlotinib, Afatinib  
 

Osimertinib 

Old target and new resistance targeting: EGFR 

Osimertinib 

 How to delay and target on-target resistance 
mechanisms?(FLAURA, ARCHER1050, what else?) 

 
 Unmet need for off-target resistance bypass (and 

for on-target after Osimertinib!) 



Nakagawa K, ASCO 2019 

Patient disposition and 
treatment discontinuation: 

PD: 47% EB vs. 64% EP 
AE: 12% EB vs. 11% EP 

First generation EGFR TKI + anti-VEGFR2: RELAY STUDY 

Benefit across all  
subgroups: liver mets  
yes 0.48 vs. no 0.65 



First generation EGFR TKI + anti-VEGFR2: RELAY STUDY 

Nakagawa K, ASCO 2019 

T790M 



First generation EGFR TKI + anti-VEGFR2: RELAY STUDY 

Nakagawa K, ASCO 2019 

 G≥3 TEAEs: 72% vs. 54% 

 SAEs 29% vs. 21% 

 TEAEs dose adjustment 85% vs. 71% 

 TEAEs  death 1% vs.0% 



First generation EGFR TKI + chemotherapy 

Noronha V, ASCO 2019 



Noronha V, ASCO 2019 

First generation EGFR TKI + chemotherapy 



First generation EGFR TKI + chemotherapy 

mPFS 8 months vs. 16 months (HR 0.51) mOS 17 months vs. NR months (HR 0.45) 

Noronha V, ASCO 2019 



First generation EGFR TKI + chemotherapy 

Noronha V, ASCO 2019 

 Anemia, thrombocytopenia, neutropenia 
 Hypokalemia 
 Nephrotoxicity 

 



GEFITINIB+CT 

ERLOTINIB+RAMUCIRUMAB 

1 

2 

3 



HER3 expression: 57-67%  
in EGFRm resistant NSCLC 

1 Gefitinib/Erlotinib/Afatinib 2 Osimertinib second-line 3 Osimertinib first-line 

Old target and new resistance targeting 



U3-1402 

Pasi Janne, ASCO 2019 
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U3-1402 

Pasi Janne, ASCO 2019 
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U3-1402 

Pasi Janne, ASCO 2019 

TR-AEs: 95%  TEAEs drug discontinuation: 4.3%  
TR-SAEs: 13%   TEAEs drug dose reduction: 30.4% 



Pasi Janne, ASCO 2019 

U3-1402 

Median membrane H-score (0-300): 193 
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U3-1402 

Pasi Janne, ASCO 2019 

RR:31% 



JNJ-372 

Haura EB, ASCO 2019 

 Inhibition of EGFR and MET signaling 

 Receptor degradation 

 ADCC 
RP2D Safety/efficacy 

Pre-Osimertinib 
cohorts 

Post-Osimertinib 
cohorts 



JNJ-372 

Haura EB, ASCO 2019 

Post-Osimertinib 

Exon-20 

Median prior lines of tmnt: 3 (0-10) 
Median prior lines of EGFR TKIs: 2 (0-6) 



JNJ-372 

Haura EB, ASCO 2019 



Old uncommon target: EGFR exon 20 

Heymach JV, ASCO 2019 
Frega S and Pasello G Oncotarget 2017 



Riely G, ASCO 2019 

TAK-788 

Prior systemic treatments (median): 3; Prior EGFR/HER2 TKIs (%): 18; Prior ICI(%): 61 



Median time on treatment: 7.9 months 
Main reason for discontinuation: PD (25%); AEs (11%) 

TAK-788 

Riely G, ASCO 2019 

 TEAEs G≥3:  63% 

 TR-AE G≥3: 43% 

 TR-AE discontinuation: 14% 



GEOMETRY 

VISION 

New targets: MET 

Wolf J; Paik PK ASCO 2019 



Capmatinib: summary of results 

mDoR: 9.7 months 

mDoR: 11.1 months 

Wolf J, ASCO 2019 

40.6% 

67.9% 



Capmatinib: summary of results 

mDoR: 14.3 months 

Wolf J, ASCO 2019 



Tepotinib: summary of results 

Paik PK, ASCO 2019 

4.5% 

58.8% 

45.2% 



New targets: RET 

Drlion A, Nat Rev Oncol 2018 
Lovly CM, ASCO 2019 

1-2% 
NSCLC 



Gainor JF, ASCO 2019 

BLU-667: the ARROW study 



BLU-667 

TRAE discontinuation: 7% 

Gainor JF, ASCO 2019 

Regardless of: previous ICI; fusion partner; BM 

Fusion partners: 
CCDC6 13% 
KIF5B 66%: 



ctDNA detection as tool for early response assessment and treatment switch ? 
Shaw AT, ASCO 2019; Zhou C, ASCO 2019 

 More first line options for old (EGFR, ALK) and new (MET, RET) targets 

 More acquired-resistance targeting agents 

 More treatment chances along the sequence 

PROGRESS IN THERAPIES PROGRESS IN DIAGNOSTIC 

 Multigene assessment 

 ctDNA detection/liquid biopsy 



ctDNA detection as tool for early response assessment  
and treatment switch  

Shaw AT, ASCO 2019; Zhou C, ASCO 2019 
EGFRm+ detectable in 70% 

47% 



ctDNA detection as tool for early response assessment  
and treatment switch  

Zhou C, ASCO 2019 



ctDNA detection as tool for early response assessment  
and treatment switch  

Shaw AT, ASCO 2019 



Sacher AG JAMA Oncol 2018 
Bettegowda, Sci Transl Med 2014 

Number and site of metastases count for ctDNA detection  

Dal Maso A, Pasello G CLC 2019  



Take home messages 
highlights 

 EGFR 
    -  Old generation TKIs + antiangiogenic/chemotherapy:  first line treatment options,  
        higher toxicities, different patients population (combination with new generation  
        EGFR-TKIs might improve safety profile) 
    -  U3-1402 (HER3-targeting Ab) and JNJ372 (EGFR-MET Ab): promising agents with 
       broad activity against heterogeneous acquired resistance mechanisms 
    -  TAK-788: potent and selective agent for unmet need in EGFRm+ NSCLC subgroup 
 

 MET/RET 
     - METex14: Capmatinib, Tepotinib: better option as first line treatment  
     - RET: BLU-667 broad activity against RET fusions, future options for naive RET+ or  
       EGFRm+/acqRET NSCLC 
 

 The forthcoming dynamic landscape where the possible sequence will drive first and 
subsequent choices might be enriched with genomic information on early ctDNA 
clearance, prediction of resistant cases and subsequent treatment switch 
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