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We aimed to study about the fortuitously discovered a metastasis suppression
factor against S100A8/A9, plasma histidine-rich glycoprotein (HRG). HRG effectively prevents the
binding of S100A8/A9 to the melanoma cell surface, thereby inhibiting the S100A8/A9-induced
migration and invasion of melanoma cells at significant levels. When we knocked down HRG in mice
bearing melanoma, the brain metastasis was significantly enhanced in addition to the lung. These
results suggest that a plasma protein HRG vigorously protects the brain and the lung from the
metastasis-threatening of melanoma. We believe that these our original cutting-edge finding largely
contributes to solving the complex mechanisms of multiple organ metastasis of cancer cells and to
developing HRG-relevant new medicines to overcome and overpower cancer metastasis in the future.
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S100A8/A9 (20 ffid» 5 S100 family (%9 10 kDa) DH1 S100A8 & S100A9 O ~T 1 X A
~—1K) 1L, DADKTERMEER ISR CEHETH 2508, Mlfai~DmEIZITE S Th
Aol L CTEERE LT 25 & Fox OFEATONMER MR R T S100A8/A9 H A1
P4 OFHAMEZ I LICED D 2 ENTE D (Fx iz~ bR A RET D),

Z ORI T, B TR EBRIC S AUDNFIET D & L S100A8/A9 WD 7752 59,
TPl & & B ISR S, DAMIRAFEL LT D TRt 2 i Uz, ATz
WTITELZARITH HA3, S100A8/A9 % W5 LIKHEA % S MAF X o /327 E histidine-
rich-glycoprotein (HRG) Z#7-ICAETEX /I ENT L—7 A)L— L7320 HRG 23l
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THEFEEMRIAT 2 2 L. S DI, UHFER R OB I SO TR IRt HIE T & %
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3. WEOHIE

(1) Hifa : Hife & B5H1: SV40 large T HUR A LERNIFBLT HIEN A MM I
Rk T d D HEK293T AlAaIX, BRBF/SA A Y vV — A& &#— (Tukuba, Japan) 7>
BAFLI, vUARXT /) —~ B16-BL6 MildiX, Dr. Isaiah J (MD Anderson Cancer
Center, Houston, TX, USA) & ¥ THU /=, Z 4L HABALIZ DMEM/ F1255H#1 (Gibco, Carlsbad,
CAIZENE IR DS 10% & 725 X O FRIRImTE (FBS) ZMNA T L7,

(2) Tag FBFRPUA : Western blot fEMNTIZIZLL T OHFEEZEH L 7-, mouse anti-HA
tag (clone 6E2: Cell Signaling ), mouse anti-Myc tag (clone 9B11: Cell

Signaling ft)
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(4) S ULRE - HEK293 AMAICTREIFEBL S B 70 tag (HINEIR T EEY ORPEILREIZIT,
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7o 212, B 10.1 mg/mL. < kY L (Corning Incorporated) Ta—7 4 4
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U M AW TBE L SR T 7Y = a oA Ty AT
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%o ZAUIE, S100A8/A9 BEREFHEME Y L R B HBTZICHR L L D LB X722 & 2
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