
Figure  X | Model	of	osteosarcomagenesis:	key	role	of	the	local	oncogenic	events	implicated.	Progressively,	OS	cells	become	
oligo/polyclonal	and	form	a	highly	heterogeneous	tumor	mass.	The	local	microenvironment	plays	a	crucial	role	in	
osteosarcomagenesis	providing	a	fer6le	soil	for	tumor	growth.	In	par6cular,	an	established	vicious	cycle	between	cancer	and	bone	
cells	has	been	observed	leading	simultaneously	to	an	increase	of	OS	cell	prolifera6on	and	an	delete	altered	bone	remodeling.	In	
addi6on,	OS	cells	educate	the	local	mesenchymal	stem	cells	by	producing	extracellular	vesicles	(EVs)	containing	TGF-b		which	in	turn	
release	EVs	associated	IL-6	facilita6ng	the	tumor	progression.	Similarly,	cytokines	containing	EVs	prepare	the	lung	metasta6c	niche	to	
receive	OS	circula6ng	tumor	cells.	In	the	metasta6c	foci,	cytokines/growth	factor	contribute	to	the	local	tumor	development	and	EVs	
appear	the	main	messenger	between	OS	cells	and	the	pulmonary	parenchyma.	
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