EIES

KxXc—19

N H I

FEZEMREDREEX REARERNE) ARBAREBESE
Rk 2 54 58 1 0 HEUE

HEES : 14501

MRER  HFHREG)

PIRHAR - 2010 £ ~ 2011 &

AREES 1 22790929

MRFEEL (FX) BERFITFILOHEICK HEEH) V< FaBREiDmMHE

HEERREL (F3X) Development of a novel therapeutic method for rheumatoid arthritis
by targeting growth factor signaling

MRERE =4 F (SAEGUSA JUN) #EXK% - EF I ERR - 5T
MEEES : 20514970

MR OE (Fn30)

MRREZLNRE LTA T 7V v EBGEIN 75K D7 two-receptor” ET /WL T,
HIER A A T 70 U EOEBFREAN OB EDL L T TN > THIEI SN TWE N F 2D
TR 31T DHEEEZ B & T D 72 DITHFZE 21TV, LR ORI R 21572,

1. BPAER FGFL | 33558 RA VEIEHIRL OMFE A FHE L, TR b — 22 MGl LTen, 417 7Y
VIEREA FOF1 B MR FCFP |32 b DIE 2 /R S 7o 7z,

2. EFHRFHRIKIC LD EGR-1 OIFBUIZA T 7Y U I FANMETH D . EGR-1 1LIBE
HRRICBWTHIT R b= 2EBR E LTIV TV S,

MR O (3E30) -

FGF and IGF are of interest in the initiation and development of RA synovial hyperplasia.
We recently demonstrated that FGF1 binds directly to integrin «av (33, and that an
integrin-binding—defective FGF1 mutant (FGF®%) cannot induce cell proliferation; this
is also true for IGF1. Here we investigated how the growth factor—integrin interaction
is involved in growth factor signaling. The cDNA microarray analysis showed markedly
reduced EGR-1 mRNA expression in the FGF®®—treated RA synoviocytes, compared to wild—type
FGF1-treated cells. EGR-1 mRNA and protein were rapidly induced in RA synoviocytes in
response to FGF1 or IGF1, but the EGR-1 expression was significantly impaired in FGF*%—
or IGFR¥*®™—treated synoviocytes. The down-regulation of EGR-1 by siRNA facilitated the
apoptosis of synoviocytes treated with H,0, or etoposide.
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