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BACKGROUND : FIRST LINE TKIs

Barlesi F, Lancet, 2016; Mok T, NEJM, 2009; Rosell R, Lancet Oncol 2012; Wu Y-L, Lancet Oncol 2014   

GEFITINIB

AFATINIB

ERLOTINIB



BACKGROUND : RESISTANCE MECHANISMS

Gibbons DL, Cancer discovery 2014



BACKGROUND : EGFR MUTATION AND BRAIN METS

Barholtz-Sloan JS, JCO, 2004; Shin D-Y, JTO, 2014

Molecular	mechanism	of	resistance	in	EGFR-mutant	NSCLC	with	BM	?



MATERIAL AND METHODS

• Describe	the	molecular	mechanisms	of	resistance	to	EGFR-TKIs	

• Compare	the	molecular	profile	at	progression	depending	on	the	sample	type.	

• Assess	the	impact	of	the	resistance	mechanisms	on	survival.
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Molecular	Biology	Results	:	83	samples

Sample	(n=83) No	resistance	mechanism Resistance	mechanism 	KRAS	mutation EGFR	T790M	mutation MET	amplification

Histology	(n=54) 35	(64.8%) 19	(35.1%)	 1	(5.2%*,	1.85%	**) 16	(84.2%*,	29.6%**) 2	(10.5%*,	3.7%**)

Cytology	(n=4) 2	(50%) 2	(50%) 1	(50%*,	25%**) 1	(50%*,	25%**) 0

Liquid	biopsy	(n=25) 24	(96%) 1	(4%) 0 1	(100%*,	4%**) 0

Primary	lesion	(n=28) 19	(67.8%) 9	(32.1%)	 0 7	(77.7%*,	33.3%**) 2	(22.2%*,	7.1%**)

Metastasis	(n=21) 12	(57.1%) 9	(42.8%)	 2	(22.2%*9.5%**) 7	(77.7%*,	33.3%**) 0

Brain	mets	(n=8) 6	(75%)	 2	(25%) 0 2	(100%*,	25%**) 0

Lymphe	node	(n=1) 0 1	(100%) 0 1	(100%*,	100%**) 0
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		EGFR	T790M	mutation	=	leading	mechanism	of	resistance	

		Tissue	and	cytological	sample	>	liquid	biopsy	

		Better	prognosis	of	patients	with	a	mechanism	of	resistance	

CONCLUSIONS



EGFR	T790M	mutation	=	leading	mechanism	of	resistance	

Soria J-C, NEJM, 2018 
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