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&) IRBRENRETHB, —H T, SIRTI 224

W2/ v 2T b L ATR, pu) —HBRELT
b, EHREOKBERLEFGOEENAON LR BT L
5%, SIRT1E A ) —FIROERICEICEELEY
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BREERT B LRV (lipolysis) h b, Thb
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IPIVRITTRELDY U IENETEFLILS
NTEY, ZANF—LBIWDE S NI HANELE
Ihs, SIRT3%# KIlEE/v Y AT, oY —Fa
4> (SIRT4&SIRTS) FAEETTLI PV FUTILR
ETHEL DY R0 BEDT L F VLS THEST B ED
&, SIRT31XI Fa Y FUTOFZELBT L F LV ILEE#
ThirLEZLNDY,
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BRTRANHEICTUEES NS, —HTSIRT3%/ v 27
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FU7ORBHAGRBICEELMHEELTVWD I EER
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SIRT5%. SIRT3ESIRT4& Mz b FUTIC
FAET A, FOREFEMIZLI=— 2 T, NAD+K{HH
KUY YDA LB = b5t E b
Do TORIGIZIEWIZHERNT, THFVEIIHRTA
IV KEBIUTO VER SRR KGR T 5,
¥7:. SIRT5%2 /v 2777 P LIz ATIE, £ D%
YR BETTOMEE R L VALDSEE R TS A
LhBNDT, SIRTSIXEELRBAR 7 & = VbBEE, B~
Do VEBETHILELZLNRL, TO= VLR R
P ZNLEEIB S N HE L TREBENRBE
hTWwaB I EX6, SIRT5LSIRTI L A BRI BHERE %
HHLTWBRLEEZLNTWASD, VY rEEn<wo=
MLR A7 = VLD Y V32 HOBREICED L S
HEBTEZANIIILA DY TBLTSHOBE
THb, —HT. SIRTHIHT tF NVLEEETHH L
LMESHTBY, I BANNINVY CBEEME
(CPS1) 27 EF AL L TIRLEMBEEFBHL TS
tEZLNRTWVWA,
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SIRT14 5SIRTTE TLRTH / v 7wy AHEMEh
Tw5%, SIRT6D/ v 7T by AV bW KGR
WEEALRRER 2 RT, SIRT6D /) v 7 7Y b= RiL,

A% #92~3 M F TIRIETWICRE T 505 FoBAaMIC,
BCFIRI AT, H#IEDIET, FAEMI. ) > 35D
MALEDERERE R L. $81 » HTRIZER12),

BHER CEXPCOTEFMETATTY— %RV
TR ) == 7% EBLI-L A, SIRT6H LR b >~
H3D9f L1 R56F D) T ¥ #HNAMIIBT £F 11k
FTHIEERIMLAB-, LA HEAICKHET S
SIRT1& 3575 0 EFAERMEDSIER TR 2 L8 m L
LTaiFons, gLt 5 icor—Fa14 >
WX Tin vitro THOM 7 & F MALRELEHEPEILET 25,
SIRT6% / v 7 7 b L7z< 7 XD f#EMIKL T,
SIRT1XSIRT2% G &b X b Y7+ F VLR #
(HDACs) OHFHETFT TH . H3IK9L H3K56D 7 £ F L1k
AIEICHIEIITLHET DA S, SIRT6IIFEELRBT &
FMLBEL LTHVTWREEZ NS,

F7:SIRT6IZ L A b Y DR TLF NLERALTETE
FLouxFrOASHE) LML ELbhoTE
7213718, G ISR IRRRO T O X T AKRNICES
LT. H3K9LH3K56 %7 tF NM{t+ 5 L TF o A
TOruvF rERENLLTVS, SIRT6* RIEX¥ 5
&L WHIBLETH B Y 2V — RO KNBET T
HAHWRNDF O A TADEEGHHESNDL, FLTK
MBOREDTOATREDT S ShTHMEBELD
FHENDHY, TAMATRFOATHRICBIT A ]
EZTRAOIFICH N LTVBI L LRSS TWE,

S GIZSIRT6IE. #edii. i, MBI, 78 b — X,
AL LS FEELAMNBRIC D DI L ELESN [
NF-x BO#E H| (- #) o NF-x BIi2TNF-q % & D #
BUIEE L CEEL S v, MREY SHANBITT 5,
SIRT6/ZRELA (NF-k BOH72=v }) IZ#4L T,
NF-« BOEMNBEEZ O TR E—F -~ 7 V- &Eh,
ZORIMOHSKODIR T £ F ML iFET 2, = DR,
RELAIZ 70— % -2 LM L T, NF-kBIZ X 2&E
13R¥+ 5, SIRT6/ v 777 b7 ATIINF-kBIC
LAEEFEFNIEN{ESNTE Y. NF-«B% ##
T5ESIRT6/ v 7 77 b= AORW E{LRIERH A
SN B FEMAMIMT 210, ThbENF-«B Ofi
WHZIGHALD BILRIERDF  E &L 2> THD., EW
% RIE TIISIRT6MNF-« BOEEE KE ICHBAL Tw
2rEZOLNS,

SIRT6IF{CAFIHIZ L WP -> T b, FIZITSIRT6IE
T 95 N HIF1-a A5 L TR EHC I D B BIZT- D%
Bt 2. SIRTeZHHT 5 L. LI HbLH
EFOREPER L., MIBR~OEONY ARITFERIL
510, COBRKRIESIRT6% / v 7 7 bL2wT AH
il A5 —RELoTWb, T -AsbakaERMIC
SIRT6% /v 27w b¥5L, KERVEY (GH) ®
IGF-1AMEF L. %I D 2 IR EBENAR SIS H5
BILLZSIRT6/ v 7 7 b= AI3IBi & %2 518,
Chide FCRBOKINE 25 Z 2RO T2 MR
~7F FPOMC, SIM1%°BDNFORBUL FIZ Lk 5 & #
AbND, HHAEST A D= X MIAWEN, BicBu
TSIRT6DEHAN LYV 2 2T 4 v I/ —2ThbHELR
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Zz6hb, B rOEBEHTLSIRT6DERARNK
ThaALND19,

SIRT6% £ HH I A I RBM S E/SIRT6+ 5~ &
YrxzvreoRit, BEBEEGATH, PR
SR, BRIE. EIRonn. *-HEOET 2
EliaLTtEE 25, ChidAO)—HBTALIS
WML LPTVB, FAMELT L ICHISHRNTIE
HBLDD, SIRT6NDFF YAV 2w sy RiE, 2
YhO—VOBEROT Y AT, #10~17%F 6
DELE, COTI AT IGF1DOY 7 LEROMW
HhHaonsd, IGF1DOY 7+ {52 5 RIZTF DKM
B FSTLAEYHETHESLEITLIMONATEY,
F7-50)—FRTLIDT T FAIAMINEZ D
5. ZAbRF oy & OMHEATEN20,

ESIZEGETIE. SIRT6AH A MHLRIET & LTHW
Tw5 Z &2, SIRT6DHEHILIZIGF-1-AktD ¥ 7 F
VEHELLEBAZAHT 2 2 LM sh s % b2,
ELHERBIIBIT2EER LW SN I EN220H 5,
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SIRT7iZ ALY R A LA B I D W TIRE A
EHoN TV ado oA, feddid I < WESIRT7AS
NAD*KHFHICE A P YH3D18F DY ¥ > 4R
B 7eF i35 L 285 L7As 7:ChlP-seqik
LBy AKERB YD S, SIRTTASEDRIE
FOTTE—Y—IZ#A L. H3K18ack 7 £F 1L
TAHILETEEZHHLTVWAEI L2 RIL7:, SIRT?
PHEAT 2 BEFOS 12, BAINET 2 BIZTFH
ELEINTEY, TP LORETIHFARETF
ELK4L DEGE A LT B EEZLNS, HFAMKED
SIRTTO R A MM T 5 & BT AP Rl %o HE Ak L
FEOREL EONFAMBOBHMIF Kb S, T~
VD AZBT BB AMBOMEFEGEIL. SIRT7TOHH T
WHLLELBLKHEENRSLIEDS, SIRTHZ & B
H3K18achD L 7 & F WALIEME X, A% A HHFL o> 59 5t %o 12
AR TV D L EZ 5Nh 52, —J5TC, SIRTTA
HEL TV 2REFIHREL DY EY— NI 0 H
HEITIATVE, MILIKFET 5 & 9 2A5 SIRTTIR
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Surtuins are called longevity genes and became widely known to the public. Activation of sirtuins by natu-
ral products, small molecules and/or by calorie restriction has been challenged to achieve healthy lifespan
and longevity. Many scientists have joined and started to work on sirtuins, leading the research field highly
competitive, so in a relatively short period of time many discoveries on sirtuins have been made. However,
on the other hand, negative results such as against the previous works on sirtuins showing the conserved
role of Sir-2 in mediating lifespan in worms and flies, were recently published to high impact journals, in-
cluding Nature. Then, the accompanying manuscript was published showing not as long as reported previ-
ously but still sirtuins extend lifespan of these species. In this manuscript, I will describe the history and
the recent findings of sirtuins in aging.

Key words : Sirtuins, Longevity, Calorie restriction, Age-associated diseases, Deacetylase
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Metropolitan Institute of Medical Science

Recently, cell-to-cell propagation of aggregated proteins in neurodegenerative diseases has been focused.
Many experimental results support that intracellular aggregates of tau, alpha-synuclein or huntingtin could
be transferred intercellularly to neighbor cells and seeded for aggregation of each soluble protein. Propaga-
tion of these aggregated proteins may therefore occur through mechanisms similar to those that underlie
prion pathogenesis. If this possibility is verified in vivo, it will suggest new therapeutic strategies to block

propagation of aggregated proteins throughout the brain.
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