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2o i =A B Melanoma cell adhesion molecule is the driving force behind

SRS the dissemination of melanoma upon S100A8/A9 binding in the
original skin lesion (FEEFEIZIHITDH AT ) —~RHEH
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Malignant melanoma 1s one of the leading causes of cancer-associated death. The progres=sion of this
fatal dizease iz aszociated with inflammatory rezponsez that promote cancer cell growth and
dissemination, eventually leading to reduction of overall survival. However, the mechanism(z) of the
inflammation-boosted cancer progreszion remains unclear In this study, we found that an
extracellular cvtokine-like molecule, S100A8/AS, accelerates melanoma growth and metastasis upon
hinding to a cell surface receptor, melanoma cell adhesion maolecule MCAM). Our molecular
analyzes revealed that mitogen-activated protein kinase kinase kinaze 8 (MAP3KS), also termed
TPL2, leads to strong activation of ETS translocation variant 4 (ETV4), which iz significantly
activated in the downstream of MCAM upon S100A8/AS stimulation, and is followed by the
induction of matrix metalloproteinase-25 (MMP23). The novel signaling pathway we identified plays
a crucial role in melanoma disseminative progression in the skin and following lung tropic
metastasic. Overall, in this study, we reveal at firzt time that ETV4 i= a novel transcription factor
regulated by the S100A8/A9-MCAM axs, which leads to the strong production of MAMP25 and 1ts
implicated metastasis in malignant melanoma. Thus, therapeutic strategies bazed on our findings
might greatly contribute to improve melanoma patient outcomes.
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EEEESE A7/ —7) REHFENEEERFFEIIE]. EREErzE_ Ly, EFETIZ
S100A8/A9 o0 MCAM #4rLi=idFndiiF / —=0ERE HEET oA d = A zonTREER
AT —<iEBEE BRI L Y. S100A8/A9 @ MCAM ~oiF& 7 TPLE &iftefkz w5 - &,
ETEFOTHROEEEF ETV4 &EEb 25 -k, L TEH60T MMP2: oRBiEE+5 -k
BREINE., ERIwoAFHNEERICLY ., ETV4 & MMP25 2 5/ —~ OfEEERIZEBEL
TS5 EbhFREni.
BENLITEHROERE~CIERIZOWTERESR Y | AHFES 135 S100A8/A9 fiiEiERIIv
AEFNCRECTERFIHT L. SRR MMP2 BEEFAFEEEE L2 VBB 2 E
oW THRBAE LB eEELE.

FEFET S100A8/A9 75 MCAM 24T+ 5 k TPL2 #4r LTEEEETE ETV4 ¢85 L8
HL., ESIIMMP2 DEREFERT LI ETAZF /) Y OEBFREET LS ZEaTLE. EEZHE
FHEELOLLTHERSZELED L.
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