Supplementary Table 1. Examples of current clinical trials evaluating prevention or treatment of resistance to EGFR TKIs (in specific osimertinib) for the main subgroups (exon 19 deletions or L858R) of EGFR mutated lung cancer

 
	ClinicalTrials.gov Identifier/Name
	Phase/Enrollment
	Strategy
	Mechanism of resistance
	Preliminary results


	EGFR TKI-naïve clinical scenario

	NCT04035486/
FLAURA2
	III/
586 participants
	osimertinib + chemotherapy vs osimertinib
	multiple
	not reported
(other EGFR TKI + chemotherapy trials with mixed results)

	NCT04181060/ EA5182
	III/
300 participants
	osimertinib +  bevacizumab vs osimertinib
	multiple
	not reported
(other EGFR TKI + anti-angionenic trials with mixed results)

	NCT04487080/
MARIPOSA
	III/
1000 participants
	amivantamab + lazertinib vs osimertinib
	MET and EGFR dependent
	not reported
(amivantamab + lazertinib with some activity in osimertinib resistance)

	NCT03392246/
DFHCC 17-540
	II/
25 participants
	osimertinib + selumetinib
	multiple
	not reported

	NCT03122717/
DFHCC 16-627
	I-II/
48 participants
	osimertinib + gefitinib
	on-target EGFR-C797S and T790M
	concurrent osimertinib + gefitinib tolerable, no EGFR-C797S, unclear PFS and OS

	NCT04780568

	I/18 participants
	osimertinib + tegavivint

	Beta-catenin activation
	not reported

	Osimertinib-resistant clinical scenario

	NCT03515837/
KEYNOTE-789
	III/
492 participants
	platinum + pemetrexed + pembrolizumab vs platinum + pemetrexed
	immune-mediated
	not reported

	NCT04765059/
COMPEL
	III/
204 participants
	chemotherapy + osimertinib vs chemotherapy
	CNS prevention and clonal heterogeneity
	not reported

	NCT03778229/
SAVANNAH
	II/
259 participants
	osimertinib + savolitinib
	MET amplification
	not reported
(prior phase Ib trial TATTON of osimertinib + savolitinib with response rate > 45% in osimertinib resistance)

	NCT03944772/
ORCHARD
	II/
150 participants
	osimertinib + carboplatin/pemetrexed + durvalumab
	multiple
	not reported

	
	
	osimertinib +
gefitinib
	EGFR-C797S
	not reported
(activity of concurrent osimertinib + gefitinib reported in case series)

	
	
	osimertinib + necitumumab
	EGFR amplification
	not reported
(combination EGFR TKI + EGFR antibody previously used [such as afatinib + cetuximab] in the setting of TKI resistance)

	
	
	osimertinib + alectinib
	ALK rearrangement
	not reported

	
	
	osimertinib + selpercatinib
	RET rearrangement
	not reported

	NCT04619004/
HERTHENA-Lung01
	II/
420 participants
	patritumab deruxtecan
	multiple anchored on ERBB3-EGFR axis
	not reported
(response rate <40% in phase I trial NCT03260491 for osimertinib resistance)

	NCT02609776/
CHRYSALIS
	I
780 participants
	amivantamab + lazertinib
	MET and EGFR dependent
	response rate <40% in initial cases

	NCT02099058

	I/1b
225 participants
	teliso-v + osimertinib (Arm E)
	EGFR sensitive/c-MET overexpression
	Not reported

	NCT04862780/
SYMPHONY
	I/II
120 participants
	BLU-945
	T790M, C797S
	Not reported





