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WFFER R OMEEE (Fn3C) : Cavity—induced allosteric modification (CIAM){bL. &1L, TNF S &K D
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FOEZ D WD DT TERAH ~DOF LWAIF L S EL THER T2 rlRetE D RS T,

WFZER RO EE (3530) : The cavity—induced allosteric modification (CIAM) compound binds to the
cavity located near by the specific loop of the ligand binding site of the TNF receptor and thus inhibits
the function of TNF. This study was undertaken to clarify the possibility in which the CIAM compound
inhibits the proliferation of the osteoclasts and decreases bone resorption. The CIAM compound
inhibited the osteoclast formation and finally increased bone formation. In addition, the compound
inhibited the decrease of bone formation which accompanied with the inflammation. These results
indicated that the CIAM compound is a new candidate drug both for the inhibitor of bone resorption

and for the stimulator of bone formation induced by the inflammatory reactions.

AR E R
(BHEHAL - 1)
EL AR [ B 2 =

2007 B 9, 000, 000 2,700, 000 11, 700, 000
2008 3, 200, 000 960, 000 4,160, 000
2009 £ 2, 800, 000 840, 000 3, 640, 000

I

FHE

«

o

il 15, 000, 000 4,500, 000 19, 500, 000




RIEAYEF © BB

FHBFRE D5 - AIH : 1 - BERE A S0 B R

F—U— RN : TNF 2K, BN, RANK/RANKL, fE#iid, NF-«xB, BWRIFHE, (X Ca
RINH R~ Y

1. WFEBAR B O 5=

s+

CIAM: cavity—induced allosteric modification
TNF: tumor necrosis factor

TNFR: TNF receptor

TRAP: tartrate resistant acid—phosphatase
NF-kB: nuclear factor-kB M-CSF y
IKK: inhibitor for NF-kB kinase c-Fms
RANK: receptor activator of NF-kB
RANKL: RANK ligand

OPG: osteoprotegirin
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