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e oM (Fns0) : Sirtl 1Z#{L 7 0+ 2D regulator & L CTHOLNTWD, AE, Fx
V. PR A AR S o A R BGRIE & e A 31 D Sirtl OBERE A A L7, P R
MRIZF VT, LPS AFRIZ X 0 Sirtl OFBUIHIR STz, £72, LPSIZ X 2% TNF- a DR
(2 Sirtl OG- EFH 7=, LPSLEIZ X V| TNF- o OFEAL &% D Tt NF-kB O#ZEIE M)
L7225, Sirtl OFHEAITH 5 sirtinol M2 5 & LPS IZ X - TiHE S iviz TNF- o FEAE
DM ST, RIS, AP MIRTE AL assay (281 5 Sirtl OREREZ R+ 5 72012, Sirtl %7
MAL T % resveratrol ZMNZ 7z, resveratrol & RANKL D#FFE 3 A% B MR A2k & HE50R L
7oo Sirtl OIEMALE MR 2 B3 2 O3B 52\ 572002, AE e BE & (s
THRBLZ MRS LT-, 95 &, CathepsinK R°NFATcl 72 ED WL DD BIE T HBLNA
Bl sh Tz,

BFgERE R oME3E (3£30) : Sirtl is known as regulator of the aging process. We examined a
function of Sirtl in gingival epithelial cells and osteoclasts which constituted periodontium.
In a gingival epithelia cell, LPS increased the levels of Sirtl. We examined the role of Sirt1l
for the production of TNF - a by LPS in gingival epithelial cells. Although LPS increased
TNF - a and NF-kB activation, sirtinol, sirt1 inhibitor prevented LPS-induced TNF — a. On
the other hand, we treated resveratrol, Sirtl activator in osteoclast formation assay to
elucidate a function of Sirtl in osteoclatogenesis. Resveratrol increased the number of
RANKL-induced osteoclasts. We investigated osteoclast-related gene expression using
microarray system to clarify whether activation of Sirt1 controlled the osteoclast formation.

The levels of cathepsin K and NFATc1 gene expression were significantly decreased.
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B JE 9 1 A e O WIS KD Bl 2F O R T
EIERETLEEETH D, BE, RAD
I8 O0%MNEAELTEHY, ERFOBZREL
TETW5b, £o, HEOBEBTIOER - I
CICERBENWERNE R AWRIET 52 &
MOAEEERELTHLELAHNL TS,
R THEMITHEHBERICRE LTINS
HRDO—DE MBI TS, BULE 21. 9 LLF
DM & FEYEIC L7254, BMIfEAS 25~29. 9
DR (EREEIE) 1% 3. 4 f%. BMI fEAS 30 L4
oM (FEEEIEGR) 1T 8. 6 58 AR I TREE
LT W EDBH BTV (Saito T et al.,
New England Journal of Medicine, 1998),
Fo, MFPOa L 2T e—fEE OB K
ZL<HEINTVWD, WERICHEEL TS
HBE TIEMmT o L DL (low density
lipoprotein)=<e kU 77Ut U K (HMEfERA)
A EFICRE L TWARWEICHERL T
BEIZEM%Z R L 72 (Lowsche W et al,
Journal of Clinical Periodontology, 2000).,
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BEREIEL207 v MM ERZIIE L
P, MR T, MEONFEZL2BE LT85
BT EROZWEMETH D5 DR
NELLEZDZENRMESNTND,

Y —FafE, XTIV ThHe NET
Ji S ARTE S LTV D NAD R AR 7 & F 1AL
R T, FOEEERZR>ZERMoNT
W5, RANZER SN DIIERO Sir2
T, B bV —F =21 0% 7 fEEEH (SIRTI~
SIRT7) FNHANTEY, B F SIRTL (%, B
o Sir2 IC@mWMEREE RS, —F oA
VTS BT D RFBIRERL A N RITK
L ThREA e o X BT v TF b7
%, BlziX, B rRiEWETHLE R N
(DNA FEAHIET= XL E) o7 vF it :
DREHSOTH D, TOMIZY—F oA
RO T ETFufbEansbol LT, 7Tk
F )L CoA AREESHE. a—F =2—7 Y >, myoD,
p53, FOX03 72 b TR, Zh b X
VORI BRBIR A O T ' FALIKEE % G
THZ LWL TEDO@EZHE L TWD,
Fo, V—F 2 LV OFEMEEIERITA > A
U /IGE ¥ I NRERZNMLTWD Z &
Mo TWBEN, EOZURTEIZED L
INTHER L TWBOEIH SR> T
RV, BERERHRIL, g v Y g uRTIZBWN
TH—F =2 2l IE D & FMmPLET
ET52t00, —F a4 i3ETetk
AD regulator & L CEER@HEAZ LTS

BRI, — b U RIS CKE~
HFa—t v V) 12X Y SIRTL ZI_ITHE
AL S A (LA SRT1720 WHEUYES 7~ &
BHERRE D~ 7 A IR CE
Ni-Em~o A, B b1 1 RBERFBICAES
NHEI A A URBHUICERFEDOHDHE
B Z|ZSRT1720 % 4 @G L2 2 A,
T ADA LAY VIRE, I v a—2D
BT, AN Far R 7 OR0EME
ICELWENR STz, 7725, SRT1720
DPERIB IS Clize <. 2 L AT o — ARG
WREBOIREIE L 7e D alREME RIB S 7=, (C.
H . Westphal et al., Nature, 2007)
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1. SIRTI OFEHFEIL, W siRNA %= H
AV VAR SV = Sl Rl tap QR 14
EHIFIZ 31T 5 SIRTL OFERE A fiF B+
)
O R ATER AR RAW264. 7 HIAE, 3O
W~ 7 AR A D R B L 72 B A e &
M-CSF T3 HfI;®E L, v~/ v 77 —IC
F Tk &8 RANKL, M-CSF {Z1E T ChkB
Wz 433 B fMpakk RAW264. 7 MR ONT
T B M A RSS2 5 B L T R A &
D RNA, EEHEZHH L, SIRTL OFBH%E
real time PCR i TNZ western blotting (Z
THERT 5,
Q'F HMATEHIIRER RAW264. 7 Flfa, 3 ONS
<~ U AE NS -B ML &2 M-CSF
T3HMEEL, v~/ u 77— IZE T
b= w7= M (e AR AT BRAIA) (2 SIRTI
ZoalzE s, & L<IE siRNA (2 X W SIRTI
DA ) v 7 X7 L, M-CSE, RANKL 7#
TE T COME Mz 3T % 8% Rt
T 5, Fi2. BRI NS MiEogEEIC
R REBEETMIZT DD, TUT 4w
AT A AT SIRT1 ZHd 5 L<IE/
v 7 F T LTI & R LA E R R &
Bl S, TR S ALTE BRI O K & S & BENEE
TCEHAIT S
@Sirtl (2 & BE a0 b O HI RS %
i3 %, AP-1, c-Fos, NFATcl, NF-kB 72
EORFW 720G MR b I B 5 55
K+ & OfEA % promoter assay W UM T
TRRIEIC THER T 5,

2. LPSIZX % Sirtl O#lEOMEA
P _E R A A LPS TALEE L, Sirtl @
REOFB BT 5, LPS T L 5 HIE
PES A b A > DEAIT Sirtl 353 50
EEREF L, TOA D=L FiIcoWn
THIEMIZI~ D,

4. WFIEEE
Ot A LR RIC BT 5 Sirtl ORRE
WO kB M O KR Ca9-22 IZ
LPS (1ipopolysaccharide) CTHLEE L, Sirtl,
Sirt2 BETDORBIFEB ZBIEL L7, LPS 4L
PRIZ LV Sirtl, Sirt2 @ mRNA FHLT=> b
o— LRI L TR RIS L, F£72.
LPS #5.12 X © NF-kB OiEMALZ#& T Tumor
Necrosis Factor alpha (TNF « ) O JEA 2384
END ZENMLNTWD, HAERHI
CBWTHEERELNEL D02 L
77o BHNT, ELISA ¥EIZCTNF — o DPFEA
A E Lo, LPS10 wg/ml #5128 0 | TNF
o PEAERITA BN U2, KIZ, Ca9-22
JalZ NF-kB luc % b7 A7 =73 ar L,

FONY T 2T —BIEHERET S Z LI
X 0. NF-kB OIREEILMEEFHME L72, LPS I
THIEL/7-E = A, NF-kB I E/EMHIZTNF
— o LRIBRICARBICER Lz, 20 TNF o
EOEIZ Sirt 035 LT\ a0 h
PRAET H 701, Sirtl OHERTH %
sirtinol ZMLER L., TORREHEEL -,
Sirtinol ®EIMZ LV, LPSIC L » CFHE X
7= TNF a FEAE DN & NF-kB DEREEMED
EREMBEEFESNZ, LEOZ XD LPS 12
P XD NF-kBIEMEIL 24 L 7= TNF- o DPE
AREINE Sirtl 0 FORBUL FIck > TED
TV D ATREMEDN RIR S L7z,

O FHIfRIZE T 5 Sirtl OFERE

Sirtl OIEHEAT L2 ENMBINLTWVD
resveratrol % BEHALIZEK assay (2 L
7=o Resveratrol [ZTFAEE V) S A0 B aiiBkH
fid Raw264. 7 fIIZ I 5 Sirtl OIEHL A B
R L72, & 512, RANKL AT K 2 g fnfe
Y assay IZ resveratrol hz ., F D2
EBIE LT, ZO/E, sHRERIC i LT,
resveratrol ALBRRY CI3A EIZHY B ML K
WP ST Wz, = 7 A0SR A W
72 f% & M B assay I B W T H
resveratrol THEETZHZ LIk 0, E M
B RIZIE Sz, EO XD 2 F T
Sirtl OTEMEALDIME ML AL A J0 -2 O
D ELMICT D72, B e B R
TR EEBENICHERE L, 5 &,
Kathepsin K X2 NFATc1 72 E DWW < O DiER
FHRBDA B STz, LLEORER
XU, Sirtl (FEEMaEEE R TR A K
TSEDZEITL Y, FMIafRE BHE
L ENHBMNE ST,
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