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HZEiRRER (FEX) Study on the molecular mechanisms of bone destruction by rheumatoid
synovium by using comprehensive gene expression analysis and multiplex cytokine
profiling .
HMRARE K FBEX (SUZUKT YASUO)

HEKE EFH IR

MEEES : 90129495

MR OB EE (Fn30)

REEI VY ~F (RAVBIR R Z LD B E A EE D)y F A = X LB TH AT, RA R OE R
BAHIIE (OA) [BE KD FINRRICER I U 72 v A A A 55 2 L, kB MR T OB RR IC A B T~ 5314~
— ) — % AR B AR T BT B LOZ TH B [RIRFEAT 154 FW =28 AT IC K0 ET LT,
RA 1B IRk 2 Cld3E48 2 H HED ACP5 Bn ORI EH L, OA ITHATEE O il
NERSHUT-.Gene chip fEHTCIE, KIEVESARTA(L-1, TNF a, IL-6) &5 FORHITEE#Y)
HNZE S, WL . RANKL Bs 73R ez U THRBELN AL, RA & OA TEIIR) -
7=.Pathway fEHT CIZ NF k —B, p38 Mark signaling 25 K JE . 0% 2D 7 F NG ER A ENE 5T
DERENHROLNT-, 5538 BT OAAF~—H—DOIA H [FIRRNTCld, RA MR = ICB )
T TNF B, IL-17F OB HLIL, E DD RIEMY A NI A i E Mo L SR 17l 0%
{BIZ RA, OA TZEITZen o7, RA VEIESHHAR H Aetl & Mg I 2 Lo B B I I I RIEE T AN A 2 T
MY AR A L DG L TWARIREMEDS RIS LT,

WFFERCR OBEEE (3530) -

To clarify the molecular mechanism(s) of bone destruction by rheumatoid synovium, we analyzed the
expression profile of gene and molecular markers including cytokines, growth factors, adhesion
molecules, protein kinase, and transcription factors by comprehensive gene expression analysis and
multiple analyte profiling in the culture of the synovial tissues derived from patients with rheumatoid
arthritis (RA) and osteoarthritis (OA). The higher number of osteoclasts was formed in the culture of
rheumatoid synovium compared to the culture of OA synovium. In the culture of rheumatoid synovium,
the increased gene expression of proinflammatory cytokines and IL-17F was observed and the pathway
analysis showed the activation of NF k —B and p38 Mark signaling. The increased production of TNF
B and IL-17F by the cultured rheumatoid synovium was confirmed using multiplex cytokine profiling.
The results indicate that the proinflammatory and T cell cytokine profiles differ in the culture of
synovial tissues between RA and OA and this may contribute the excessive formation of osteoclasts in
RA joints.
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BAEN U 7~ F (RA) TIEAS MEBE Tl M 1 I ¢
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B 5T > T D, HEEEIIRA VB
X UFHENT, ZFFMEIETLE T ClE e
Mz 8 L, 6, HUL Lo RHICHE D 8%
FHEFTX 5in vitroBWREEET L2 fE~T L
7= (Rheumatology, 2000;40:673), AEHEETT
ATIL, BE~ e 77—, HBHEEME,
U L RERD BEFE DS A 5 FLRATE IR JE AL & in
vitro T HHLTE 5 LFHFHC, B~ a>
7 — U REE A~ L, TR S TR
MRz X 0 BaRERE Z 5,
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— VRN EEE L, A E A Z commit g
DA 1B FE M2 3 B3 B receptor
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0 77— R ORANK O FE A & B A
MNEELET DMCSFRMATH D, Fiz, IRER
F & L CILETBGH M o g1 o5k ic B b 5
PU. 1°RANKL D #AN & 7 F AR E I b 5
TRAF6 D B EMENER SN T b, 61
TRAF6 @ Tt CIEM{fbsn 45T & LT
NF-kB TAK1, JNK, p38MAPK, ERK, PI3K/Akt
RERHBNTWB ) 9ITIMIAD EER T
HTdHDHDIINF-KBZ T TdH 5 (EMBO J
20:1271,2001), — FRANKLIZ#5G. K -1 &K
TH DHAP- 1Dy T Th DefosHHE L
AP-1Z3EMAL T2 Z ENGE S, 2 bl
B ACIIIMETH D, Filt. NFATcl
PR E R OS5 LIZ BT 5~ A X —HEE X
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-7~ (Zhang L, Crit Rev Eukaryot Gene Expr
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TNFa, IL-1 D £E 72 RANKL IE IR A7 > 7 v
BIH L CW A RTEEMESER ST b, INF

o [ZRANKLFEAR A7 RO\ B CRE B HIE & 231k
FHET D 0TI STV D 2%, RANKLO
T DI/ 8 3 AU IXTNF o DNARF i % 454k
FHETHENRE SN TS (J Clin Invest
106: 1481, 2000)
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B A ¥ . commitment factor T & 5
M-CSF, VEGF D pEA=, T a0 8 #E HA i o
RANKL S HLNFER SN TV D, & 512, RANKL,
TNF, VEGF O FHZE X A& A Ia O 2 (%
TIEDZENREGNE o7 (Ttoh G et al
Clin Rheumatol, 16;11:2004). L 7> L ,
RANKL—- RNAK & DFHE Clr3fk g e oO®aIx
TR SN LD, RIEMEERREEC
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DO i H AT cell lysate ZHWTLL
ToHEHZHET S, HEIL Capture
antibody Z#E& XH7= beads &Y 7%
array WCHIG S, o RA v FiEA L
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17, IL-1ra, TNF, TNFR, VEGF, MCP-1, bFGF, MMP,
TIMP, RANTES, RNAKL, OPG, ICAM-1
2) U U lipfbEESE - Akt, p38, JNK1/2 etc
3) Trasciption factors: Ap—2, CREB, EGR,
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1) Affymetrix %L # GeneChip Expression
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THE, TR b AR EERTRE, AR
B/ R e B B s B, MRSk~ R U
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MMP9 A= bR H S vz
QA + I A & IL-18., TNFa, IL-6
IIEE RN BN E -T2, 4 H B LR
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reh A MIP-la. B. MCP-1) OEA
IZRA, OA VBIRETZEILZ o7,
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