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Inhibition of Osteoclast formation from cultured synovial cells by Dexamethasone
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A number of soluble factors which play important role in the pathophysiology of rheumatoid synovitis are also
known to be involved in osteoclast differenciation and activation through RANKL/ODF. Investigations into these
factors in relation to their osteotropic effect can provide better understanding of the pathophysiclogy of bone erosion
and therapeutic implication. We have previcusty shown that dexamethasone downregulates RANKL in primary cullure
synoviocytes which could be a putative mechanism expiaining its possible bone-protecting effect in RA. In order to
confirm the iphibitory effect of dexamethasone on osteoclastogenesis in theumatoid synovium, we examined lhe
expression of RANKL and formation of TRAP(+)MNCs from synoviocytes under the influence of dexamethasone.
Primary culture synoviocytes or synowal fibroblasts isolated from synovial tissues of 8 RA patients were treated with
(L~1b{10ng/mi) or dexamethaxone(10°M) and the expression of RANKL was observed using semiguantitative RT-PCR.
TRAP(+IMNC formation was induced from primary cufture synoviocytes or in coculture system of synovial fibroblasts
with PBMCs in the presence of M-CSF and 1,25(0H).VD3.

Primary culture synoviccytes and synovial fibroblasts express RANKL and OPG mRNA with decreasing intensity
when they are passaged. The intensity of expression was different from patient to patient. Expression of RANKL
mRNA  was significantly increased by IL-1b and decreased by dexamethasone, in a dose- and time-dependant
manner. The upregulated RANKL by IL-1b was also blocked by dexamethasone. TRAP(+)MNCs are formed from
primary culture synoviocytes or in coculture system of synovial fibroblasts and PBMC in the presence of M-CSF and
1,25(CH)2VD3. Dexamethasone clearly inhibited TRAP(+)MNCs formation from synovial cells(401 £9.2/well vs. 17t
2.2/well).

These data could provide in vitro evidence for lhe putative mechanism for protecting bone erosion by long-term
low dose glucocorticoid in RA. Further investigations dissecting the role of  varipus soluble inflammatery
mediators and antitheumatic agents in osteoclastogenesis in rheumatoid synovium are needed,
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HAYZ2EH 1gG2 Fc portiont] M3t +BH = HY =AY el YL 28 CIYS MY USHA ZQ3 BUS
SO Fey £8M2 CHednl ROIE2~ JHYR RO W8 A= OfANK BEBX US MFOICH 0|9t ¥
HAlE Fcr £8H CHaE4 2 HLA-DRBI10OI '391-5'%2!1!01] O30 MEE SHUY U YN FHENY AAMNE Lot
DR BlAUCt

1819 2130 ROIEIS APYUIHY Y Y 264, Y2AY0| A= MX} 155H)Y 197%49 Y4 UEZS Yite
UE Yo HUIHA HE genomic DNAH U3t polymerase chain reaction®¥ 22 FcrRla, Fer Rllla, Fcr Ribel &
AHE HASUD, BAA WETY HA-DR typing® B12CH,

S0l ROMEI2 HEHY XA LA DRB1+0405 (p=.0.001, OR 3.174)2 FcrRita-HMI31 (p=0.006, OR 1.771)01 20|
BI150f UUCL FerRla-FF176 KX 89S (p=0000, OR 03252 FcrRillb-NA2/NA2 SH X189 8l 20f UM
SOl LHEFRECHp=0.000, OR 0.195). Fcr Rla-HH131 SH RFE(SE+ 28.7% vs. SE- 27.6%)3 Fcr Rlla-F/VI76 + -VA176 &
TAXPM(SE+ 39.2% vs. SE- 448%)8 H= 22 XA shared epitope (SE)Y [PE A017b AL Fer
RIa-RRIZIE YHDY Aadyol UA2WH(p=001, OR 12417) TIE Fey 2 CGdoME AN oIzt AUyt 2
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