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Non—steroidal anti—inflammatory drugs (NSAIDs) have regulatory effect on bone remodeling.
The efficacy of NSAIDs on bone remodeling is controversial. In clinics, NSAIDs progress
bone repair as their inhibitory effect of inflammatory factors; in contrast, NSAIDs delay
bone fracture healing in animal models. The aim of this study was to elucidate the
mechanism of NSAIDs on osteoclast differentiation and bone resorptive activity.
Cyclloxygenase (COX) -1 and -2 transcripts were appeared in early stage of osteoclast
differentiation (day3). COX-2 increased on mature osteoclasts and lipopolysaccharide
stimulated inflammatory mature osteoclasts. Level of COX-2 transcript has efficacy on
extracellular signal-regulated kinase appearance. These results showed that COX-1 and
-2 involved in osteoclasts have regulatory effect on osteoclasts differentiation and
bone resorptive activity.
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1. WHEBHAR SO 5

V) IFEATa A FEFRIEIK (Non-steroidal
anti—inflammatory drugs; NSAIDs) [Z/E 1%
BB 59 5. NSAIDs IXEHTET BN
THEMRH 2 KB I 2 [Ho ML et al.
Clin Orthop. 58:983-990, 1999; Beck A et
al. Arch Orthop Trauma Surg. 123: 327-332,
2003]. F7= NSAIDs T & % th#i-E W o fi
il b #E LT 5 [Paquette DW et al. J
Clin Periodontol. 27:558-566, 2000].

(2)NSAIDs o i B #E fa i 35 07 5 1 I
controversial T&H 5. Fix ® in vitro H¥
BRI FEBR R VN T, NSAIDs [ ARE HiiE
At s IEMEIZARE /I O T OVER &R
[Kellinsalmi M et al. Eur J Pharmacol. 572:
102-110, 2007; Sawai H et al. HAVE{H
RN ES T 0 T T APDERE 240 222,
2006].

(3)NSAIDs Dl B AL 35 1T 2 1E B 1%
R ToH D, Foxld NSAIDs AE ML B
WUV TEMEIZ BN T eyclooxygenase (COX) 38
RMEZ T Z &, COX FEFEINAY NSAIDs Th
% Diclofenac 23l E #IIIZI51F D NF kappa
B U Vb MmEl+2 2 xHELL
[Karakawa A et al. JDent Res. 88:1042-1047,
2009. Karakawa A et al. Dent Med Res. 29:
46-50, 2009]. i B HHfa A K 1 C & 5 fil oD
IR+ p38MAPK, TRAF6, ERK Z5(Z->\T
b, AR REINALEEE I LND.

CSF-1  RANKL
] cytoplasm
.
IkBa NFexB
o] -
& NFix B o
IxBa #
degradation *
mRNA
NFIK B "
— «B i
nuclear
NSAIDsI378 & $II= 5L TNFRBY S IR (L E 81T 5 |
2. WHEOHEK

E MmO LRI T S C0X o@Em %
figBH L, NSAIDs O{ERMEFIZ oW CRERIZ
BREtd 5.
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FEMT
SEBMAE S T M TR L, BEME
{tﬁa Fr o 1 i s A0 & g I b
R

(Colony-stimulating factor—1;

gl

m&

CSF-1, Receptor activator of NF kappa B
ligand; RANKL) f#7E FCHEFET 5, HE
JR M Es % R Z HW5 [Ly IA and Mishell
RI. J Immunol Methods. 5: 239-247, 1974].
SAVEHE U 72255 mRNA « # LR il
L, COX RBILORIFNE(LEZIRE L)L
(RT-PCR &, U T /¥ A & PCR 1£), FER
L~ (Western Blot %) TATT 5.

(2) B W 14 2 BE a5 2 JE ) B O i ]
BRI AR 2 SR O BICRERE L, FERIE
RRETOBWIVEMERBARFICEESND
COX BLORIEMEMEEZMRKET 5. AidD
K OITHRE « FHER L~V T OMENT 217 9 fil,
%%L%¢@%E@%E%HBAE TH|
ET D, FLERIEERYEICKL Y RIELH
%ﬁb,w DL - IEEAE~D R %
N 5. RIEFBIEFFICITFIC C0X-2 &M
ﬁtﬁ?é_km%wéné_&ﬂ&
COX-2 IZ L VW EAIND PGE, PGI, ZHL
IR 5.

(3) COX {HM: BRI 5 NI G R+ D H)[n)
DfiFEHT

COX-2 R AZMHET 2 EMOBERT & L
T, p38MAPK, TRAF6, ERK Z&A3R4iE S TuV»
% [Tsatsanis et al. Int J Biochem Cell
Biol. 38:1654-1661, 2006]. L 72>L COX-2
FELOMBRNY 7 F U o IOV TIER
BHCTH 5. BEIZF 4 1L NF kappa B &N
NSAIDs i L v#flah b Z L &=@R®ELTE
D, RIERICHREIED A = X A0 #< =
ERHEREND. RIEERDEICLY
COX-2 PEAZ#HF L, 1 kappa B, NF kappa B,
U U PE{k. NF kappa B Z£IZ-2U\ T RT-PCR ¥%,
Western Blot #, 7wua—H%A F A MY —Z&
THTT 5.

(4)NSAIDs ¥RANEE O B M NI B T 5
COX_Hhia DfENT & NSAIDs DEJHHET O
it

(1) -3) DFEFRESEIZ, NSAIDs 1T X DA
R - IEEALIH 2R e 5. wx&
BNIRER A ICBEEERNEBD D57 6I1E
COX-1, COX-2 E4RAY NSAIDs 2B\ Th NF
kappa B dHLREKIC/ER T 202~ %.
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(2) B WIRE T2 B~ 2 RAETEY E O fi B
7-9 HM OB T 72 ik AV B L 2 S F
R BICHEREL, BRINEZFHFE L. WE
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7. RIERRE LPS Z ¥ L 7-A%5 i
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EH D COX-2 - prostaglandin E2 23HEN4
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(3) COX_¥&EME BRI 5 BENER B K £ O HE)[n)
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DWTEBIELHERFT TH D,
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