Table S1. List of Genes Included in the NGS-Based 86 Gene Panel
	Gene name
	Gene name
	Gene name
	Gene name
	Gene name

	ABL1
	CDK6
	IDH1
	MYCN
	RHOA

	AKT1
	CDKN2A
	IDH2
	NF1
	ROS1

	ALK
	CTNNB1
	JAK1
	NF2
	SMARCB1

	APC
	DDR2
	JAK2
	NFE2L2
	SMO

	AR
	EGFR
	JAK3
	NRAS
	STK11

	ARAF
	EPCAM
	KIT
	NTRK1
	TERT

	ARID1A
	ERBB2
	KRAS
	NTRK3
	TP53

	ATM
	ERBB3
	MAP2K1
	PDCD1LG2
	TSC1

	BCL2L11
	ESR1
	MAP2K2
	PDGFRA
	TSC2

	BRAF
	EZH2
	MAPK1
	PDGFRB
	VEGFA

	BRCA1
	FGFR1
	MDM2
	PIK3CA
	VHL

	BRCA2
	FGFR2
	MET
	PMS2
	VEGFR1

	BTK
	FGFR3
	MLH1
	PTCH1
	VEGFR2

	CCND1
	FLT3
	MPL
	PTEN
	VEGFR3

	CD274
	GNA11
	MSH2
	PTPN11
	

	CDH1
	GNAQ
	MSH6
	RAF1
	

	CDK12
	GNAS
	MTOR
	RB1
	

	CDK4
	HRAS
	MYC
	RET
	




[bookmark: OLE_LINK38]Table S2. Safety overview
	Safety overview
	total patients, No. (%)

	No. of patients
	31

	Any AE
	29 (93.5)

	[bookmark: OLE_LINK18]Any Treatment-related AE
	27 (87.1) 

	Treatment-related AEs
grade 3
	18 (58.1)  

	Treatment-related AEs
leading to treatment discontinuation
	4 (12.9)

	[bookmark: OLE_LINK114]Any Serious AE
	3 (9.7)

	Treatment-related Serious AEs
	2 (6.5)

	Treatment-related AEs
leading to death
	0 (0)


AE, adverse event.








Table S3. Results of univariable and multivariable Cox regression analysis of progression-free survival
	Variable
	Univariable regression

	
	HR
	95% CI
	P value

	Age, years (≥65/＜65)
	0.78
	0.27-2.26
	0.647

	Sex (male/ female)
	0.89
	0.31-2.52
	0.826

	Smoking status (former/never)
	0.88
	0.24-3.16
	0.839

	ECOG-PS (1/0)
	0.63
	0.22-1.84
	0.400

	EGFR mutation type (L858R/ex19del)
	1.42
	0.88-2.28
	0.153

	Brain metastasis (yes/no)
	2.03
	0.68-6.10
	0.205

	Liver metastasis (yes/no)
	2.14
	0.26-17.45
	0.478

	Bone metastasis (yes/no)
	1.45
	0.55-3.86
	0.456

	Pleural metastasis (yes/no)
	1.02
	0.33-3.17
	0.978

	Adrenal gland metastasis (yes/no)
	8.48
	0.88-81.85
	0.064

	aEGFR mutations at baseline (detectable/non-detectable)
	0.69
	0.19-2.42
	0.559

	T790M mutation at baseline
(detectable/non-detectable)
	1.70
	0.55-5.25
	0.354

	TP53 alteration at baseline
(detectable/non-detectable)
	1.23
	0.48-3.11
	0.668


[bookmark: _Hlk176543630]ECOG-PS, the Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor gene; Ex19del, exon 19 deletion; aEGFR mutations, activating EGFR mutations.


Table S4. Newly acquired gene alterations at the time of disease progression in 8 patients 
	Patients
	T790M status
	Newly acquired gene alterations

	1
	T790M loss
	PIK3CA amplification
VEGFA amplification
BRCA1 amplification
BRCA2 amplification
FLT1 amplification
MSH2 amplification

	2
	T790M loss
	None

	3
	T790M loss
	None

	4
	T790M loss
	AR L57_Q58insLQQ
SMO A30Rfs*25

	5
	T790M loss
	TP53 P27L
APC A2529V

	6
	T790M loss
	MET amplification

	7
	T790M
	FGFR3->TACC3

	8
	T790M
	C797S


PFS, progression-free survival.
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