Healthy bone Osteosarcoma

Oncogenic and

epigenetic events Circulating

tumor cells
*

*
Mesenchymal stem cell R
*
O”
" O
IIIIIIIIIII Illllllll) O
Osteoblast
o differentiation (0N ceII
o \ Oligoclonal EVS (TGF-B):
. % tumor mass MSC education
.. "
L4 *
.. “
b x|
Fibroblasts Chrondrocytes

0
Local Evs (IL-6) 080

‘e Stromal cells

4

Bone cells

OS cell
\\")/ / @v& cells

x»gm\

E . ‘K / <
]\\5 <& osteoglasts RN*V‘\’ f‘:\%

microenvironment w
Vascular cells __....----:0:""-----........)
&L *

(mesenchymal stem cells)

Lung metastases

..0 Pre-metastatic niche
‘V (Wnt/B-catenin, OPG/RANKL,
ANGPTL2, CXCLS, IL-6: EVs)

Myofibroblasts and OS
stem cells reprogramming

o Evs (IL-6)



