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Resveratrol
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Science (1997)DH/mXEF
' M. Jang, L. Cai, J.JM. Pezzuto5: Science, 275, 218~220 (1997)
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BESTICEWT, INEERERTCEMPBES M ELE D=, URRS FO—
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BE-xRL, >oO0xF 25— LU raRIAF 4 —EFHEZRHE
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EM T, HEEE68~-98% FHL = H7/=,

G A Potteris :Br J Cancer. 2002 March 4; 86(5): 774-778.

The cancer preventative agent resveratrol is converted +o
. to the anticancer agent piceatannol by the cytochrome

. I-'i45,0 enzyme CYP1B1. oH !
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- Howitz, K. et al., Small molecule activators of sirtuins extend Saccharomyces crevisiae
Ilfespan Small molecule activators of sirtuins extend Saccharomyces crevisiae Ilfespan
Nature 425, 191-196 (2003)  <Sir: silent information re ulator sirtuin; NAD K%

FEEER RS DI FEFIALETTL, EfnF R EI#]

2. BHIFEEI I Dsirtuin ZF1EEL %‘/b ZVELL

Wood, J.G., et al., Sirtuin activators mimic calorie restriction and delay ageing in metazoans.
Nature 430, 686-689 (2004)

 + 3.ERAC. elegans DFGHFHILT

Viswanathan, M., et al., A role for SIR-2.1 regulation of ER stress response genes in
determining C. elegans life span. Dev. Cell 9, 605-615 (2005)

4. 477 75 B FE P /) A . Nothobranchius furzeri) D
o7y ’f/@g/i' A

Valenzano, D.R., et al., Resveratrol prolongs lifespan and retards the onset of age- related
markers in a short-lived vertebrate. Curr. Biol., 16, 296-300 (2006)

5. VIRDFGRZERL., BRZHNZET D

: * Baur, J.A,, Sinclair, D.A, et al, Resveratrol improves health and survival of mice on a high-
| calorie diet. Nature 444, 337-342 (2006)
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Sinclairis : Nature, 444, 337-342 (2006)
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Y FaAURETE REREFELIEENTEY, BE. AR HOY— R

[CE>TEHEIET B, BE, LARSFA— LAY —F 24 EEF (SIRTL) ZE %
e 5EnmESNTz, Y —Fa/V BRI EAL VT 2FILIEEZETHY.
Y—FaAUNEEIETHE ERNODRT EFILESNTERN DT ILA) R
TITI/BEE BEBOEBNTT EIICEEDHEEZE TAHDNAEDHRMANSFEY.,
EXR EDNADELSFEUMT NN T B FOHEREAIFISN S, ELMEZNIX, DNA
MARIRIREEIZABZETH D, ChERXIIZ. EARUDN T EFILiEEhbEER L &
DNAD I AMNELLGY . BEDECFHIEIERIESINDS, FLEED LS5HAEL

IRIET CIEDNADEEIANHEIEA . DNADREILANEEILT D, CHAFERMIC

DNADIEIEFHIEIZ DAY . CODNADEIEIH L FEEMICEFIZDEMNS,

| RAEDERICENIE, ZIEOCEBICKIEEFHICLARNSO—LIZE RN,

L READEGITEBIEESHNCEATINTING, =15, BIZEDTIL ISV RIE.
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MEREDRIELCTRE—2ZADED . KEIRD FEEDE L EEEDRE.
BREDRED . BZEEOHFICITIEMT HK57,

Pearson KJ, Baur JA, Lewis KN, et al. (August 2008). "Resveratrol delays age-
related deterioration and mimics transcriptional aspects of dietary restriction
without extending life span". Cell Metabolism 8 (2): 157-168.
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http://ja.wikipedia.org/wiki/%E9%A3%A2%E9%A4%93
http://ja.wikipedia.org/wiki/%E3%82%AB%E3%83%AD%E3%83%AA%E3%83%BC%E5%88%B6%E9%99%90
http://ja.wikipedia.org/wiki/%E3%83%92%E3%82%B9%E3%83%88%E3%83%B3%E8%84%B1%E3%82%A2%E3%82%BB%E3%83%81%E3%83%AB%E5%8C%96%E9%85%B5%E7%B4%A0
http://ja.wikipedia.org/wiki/DNA
http://ja.wikipedia.org/wiki/%E3%83%92%E3%82%B9%E3%83%88%E3%83%B3
http://ja.wikipedia.org/wiki/%E3%82%A2%E3%82%BB%E3%83%81%E3%83%AB%E5%8C%96
http://ja.wikipedia.org/wiki/%E9%81%BA%E4%BC%9D%E5%AD%90%E7%99%BA%E7%8F%BE
http://www.pubmedcentral.nih.gov/articlerender.fcgi?tool=pmcentrez&artid=2538685
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% . + W HARY
1 BRMm? 150 mg/d AEEBMHE114 SIRT1&PGC-1 o E ML
2011 resVita 30H R EEEI4A mE. mEEET.
AR B R R E
) m$ERY S HET
2 " Ak 30,90,270mg  FEETEIMMED 30 mgl EDIRET
2011 1 [ERE 194 MR ARFHMETRREA
=lcthE
3" N—TH¥E 5 mg X 2/d 2FUNEIRTR B E B mAEERE
2011 Anginatt 43 ] 194 AR B RE
. ERREBRIEEE LR
4 JTFIHE*E 8 mg/d¥- i ik I 55 97 EETTTAHRRIFULR
2012 Revidox ROFFE(L 754 ROFFTREEDTANAAVELD
16 mg/d EEREFICAM-1ET
5 JRHR=E 8 mg/d FEZILESE m#z, REDHBKRILEE LR
20129 HV0&H 608 5044 REFRTHE. ZEMERLE
EEDHES. BEDFERSE L
Y B8 2R DR
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No. 'RSVEEX E5E WERE R
Fa  u HARE
6 -5 R 75 mg/d AR i 5B 228 44 MR FEHE M EYRRA
2048 resVita 64 A FEICHE (MR E)
7 JRYH%E  8mg/d PRIMERRISERET RIEMYAMHIUTHBCCOLI,
2013 1F#%5 SMEEE IL-1 5 . TNF- o AEEEIZFH
354 I B EmIRNAZ 5 >
8 B 3 g/d 2RIMEFRIREE  SIRT1E83E(2(0.86=2.01AU) L H
2014 12:E 5 1044 KERKHE BEICELR
BERHOIRILEX—HELR
9 JFOHX  #HHEFELT BEE EmE. FEIEOMRANEEIZHE,
2012BHN 100 mgfEHER Bi4104. SEIARE. 10 KYFEIZHEL.
Lassta—i-e  §EO1[] %54 257 &I B A& K(p < 0.001),
10 JROHEx%k  #HHFELT ABEER B & SIRT1, 1945|F 1561 T L F
20124774t 100 mgx 2 MN~63F. 198 A T62%LH
VINEATROLZM  RSVELT10 mg F5tz7R54 N—ZAMMEVNERI EFEHEEE,
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. E an‘!erln a resveratrol dimer, prevents diet-induced obesity in mice.

[K Ohara, K: Kifsano, S. Kitao, T. Yanai, R. Takata, O. Kanauchi: Biochem Biophys
Res Commun, 468, 877-882 (2015)]
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S zz - #HE. tRSV. GSE#& 5~y
= = 0 RES (0.4%) ADETHE. BE LK. b5
ge> o GSE (0:5%) e, HREIE D B AR R
; > 2.0 ek il ODMKE%T:U%O)E%:IE}JDE
§§ 15 ,% I__*f_ﬂi_" ok Eﬁl&f:o
5.2 i L GSE 0.5%;RMEE (% xHEE
= hj h:! LA M A EICHREE
s | NN AR AN,

" Subcutaneous Epididymal Mesenteric Retroperitoneal tRSV O4%5ﬁhﬂﬁ¥li%ﬂ{ﬁ§ﬁ§

Fig. 1. Effect of GSE on body weight and tissue weights in mice fed a high fat diet. Male % lj: ;(q\-_l'ﬂ,ﬁ J: (') /}\fd: 75\’_) 7": 7f)§ . %}E
C57BL/6) mice (n = 9) were fed a high fat diet containing 0.5% GSE, or 0.4% t-resver- = ~ =z ~
: : RATRIGE AR EIEGE, o1,

atrol. 0.5% GSE contained 0.05% e-viniferin and 0.02% t-resveratrol Results are pre-
sented as means =+ s.d.. *P < 0,05, **P < 0.01 for control. CTL, control; GSE, grape shoot
extract.

SIERAEER 5O R T, (NERSVEYE LR AR S K URE B 2 AiE B &
B {EF. MCP-1 (monocyte chemotactic protein-1)F I AEEFEZ L
Tzo Tz (DIFHHHESFMARSTI-LIEERICT tRSVEY S W e E
HAREFEMHERL=,
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i ﬁ§,ﬁﬂ?#f§’é§&ﬁ§ﬁ<ﬂ§é‘ﬂf:o 14

= ‘J-F_ -

& &



LARSKO—)L D 1/EFAH#E

I/Z’QEIND—)I/H:PDEMZE%IZJZU Resveratol inhibits PDEs
St EBHLS 3 -
LARSRO—)L(RSV) GBI/ e o
T.EiL. SERFREAZRIH. TD ot el
ER#EE I T-, RSVIXCAMPZ 29 }
BIFARITAVIATZ5—E (PDE)4ZHEhHE oy
=L.cCAMPLARJLZELERLI-, cAMPD £ i
RICTHEMEESNzEpaclld, #iaRNCa? ..
LALELEFRL. THRTA)I—ECELU rconds s
)T ) OUZB/RCa B F v R ILIZT,
CamKKB-AMPKIZEISZEMAEL ., Z0&ER, Sl 0 —l‘*@
NAD*ZI&ML . SintliEFHtE LFSE=. 0 ot o

)75 LA CPDE4AZEEELTH. RSVDIFE
AEDMBEEFELT, AL, RSVIZERE Epacl

- S B =y BOARERINI-cCAMPEZZEAEEH, cCAMPH
Slrtljé/% |$j_éo)-t'j:fd~<s PDE4§BH%3— H@:/g“j_)bﬁﬁ%—éggo CAMP{K@'IE%E#‘

HFER. SitlZFMEIEL. YORATIH. BF  5—6(PKA)ZEpaclikBEFETH B, FHLLY
AR mZRTIEL . ShaV R 7 HEEEZ R cCAMPL 2T 8—0 5 R [EcAMPD £ 43754
£ IRt EREL =, REEHICERT 2EBDNS,

[S.J. Parki>: Cell, 148, 421-433 (2012)] \/Foal‘f‘g7§-( 1“?,,?'119;;‘; (2002) J. Bio. Chétn.
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https://ja.wikipedia.org/wiki/%E3%83%9B%E3%82%B9%E3%83%9B%E3%82%B8%E3%82%A8%E3%82%B9%E3%83%86%E3%83%A9%E3%83%BC%E3%82%BC%E9%98%BB%E5%AE%B3%E8%96%AC
https://ja.wikipedia.org/wiki/%E6%8A%97%E3%81%86%E3%81%A4%E8%96%AC
https://ja.wikipedia.org/w/index.php?title=%E7%A1%AC%E5%8C%96%E7%97%87&action=edit&redlink=1
https://ja.wikipedia.org/wiki/%E6%8A%97%E7%B2%BE%E7%A5%9E%E7%97%85%E8%96%AC
https://ja.wikipedia.org/wiki/%E9%95%B7%E6%9C%9F%E8%A8%98%E6%86%B6
https://ja.wikipedia.org/wiki/%E8%A6%9A%E9%86%92
https://ja.wikipedia.org/w/index.php?title=%E7%A5%9E%E7%B5%8C%E9%98%B2%E8%AD%B7&action=edit&redlink=1
https://ja.wikipedia.org/wiki/%E8%BB%B8%E7%B4%A2
https://ja.wikipedia.org/wiki/%E8%84%8A%E9%AB%84%E6%90%8D%E5%82%B7
https://ja.wikipedia.org/wiki/%E3%82%A2%E3%83%AB%E3%83%84%E3%83%8F%E3%82%A4%E3%83%9E%E3%83%BC%E7%97%85
https://ja.wikipedia.org/wiki/%E3%83%91%E3%83%BC%E3%82%AD%E3%83%B3%E3%82%BD%E3%83%B3%E7%97%85
https://ja.wikipedia.org/wiki/%E5%98%94%E5%90%90
https://ja.wikipedia.org/w/index.php?title=GEBR-7b&action=edit&redlink=1
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- TIVY AL T—IR(AD) DIRIBEALIC[LE AR E AR RERMEAL N DD, ZAM
DEBDFTIOARBE /N (AB) THY . T DRIERIA (APP)IZ, B-I/LF—H
AERL .. APPOCKImET W y-EILA—EITKYLIZER (T, ABL40EABL D
2EDABHELE - ibEN b,

B-Sekretase
a-Sekretase

APP (amyloid precursor protein)

y-Sekretase
+H3|'*«.|- 793-770 AS -CO0O
]
proliferation transmembrane region
extracellular intracellular
sAPP or APPsa AB eors 1-COO-
) s L] e aggregated AR
laques
reduced Ca? \‘ (plaques)
neuroprotection

neuroplasticity

increased Ca**
neurotoxicity
abnormal size of neurites

SIRT1AEMIE T 5L, a-2ILA—EEFMHIEL. ABDEEZHEEFTT HE0

+ 53 (W. Qin. J. Biol. Chem., 281: 21745-54, 20064F)A’%HY) . Guarente

., 5 (New Engl. Med., 364, 2235-2241, 20114 )£ RSVIZSirtli&k#F (a2
DL PERREES SRRERERLI TS,
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| ’ 68~ 691238~607% T - 7=
. AT = —F UAEED14624 12O
W, MAFEMICEYERT LV a—
NOTEFE, BIE, A4 7 AZA
—— Mortality wﬁ&kmﬁr@%M%ﬁ«tk
Z A, 20024 F TIZ 16451 D3R EE
o LBM SN, UA AR
—— Alzheimer's discase FEED Y R (NP — KL A,

Dementia

0.8

=
=N

Relative risk

0.4 - HR) 2ME< . 0.6 ThH-o7-, ZDH

B3 A CIEEICE < . PREED

' 02+ . HR=03Th -7z, WL ZE
(*significant) * (ZAILD & BEEECIIAER I —
0 . - . Bt mholc, —FH, AU v (
"0-lgAw 1-2gs/d 3-4 gs./d >5 gs./d ZAHEE) BEEEORBAIE Y A 7 1XH
(0-125mL) (125-250 mL) (375-500mL) (=625 ml.) <(HR=15), UA > & oD

; . BLipotz, o7 a— Lok
Wine consumption IZHOWTH. BEEDY A 7K

RO LNV LD, UA Y
@Ywn—wu%@m\ﬁ ysibng
FIEAR T ICAZI/EH L TS &

The relationships between wine consumption and relative risks of the
motality, dementia and Alzheimer's disease were examined for 3 years using

3777 persons older than 65 living in Gironde, Dordogne. The data were =2 BN
q,btaintid from one of the authors, J.-M. Orgogozo [Rev. Neurol. (Paris): 153 [K. Mehlig ‘B:C:Am J Epidemiol, 167, 684-
(3), 185-192 (1997) ]. 'The table in the ref. was rewrote. 691 (2008)]
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l.'mproving éffect of chronic resveratrol treatment on central
monoamine synthesis and cognition in aged rats.

[F. Sarubboi: Age (Dordr), 37(3), 9777 (2015)]

A#Er20DHEZ b WisterowhZ, LARSFAO—JL(RSV)ZE20
mg/kg/d. E2ERIZ4BERB 5 L=, LS5y MIIENERREE MR
LR BINTGA—Z—DIETHEOH N, RSVIREIZKY., ZD
ETHAEEL-, RSVIE5ETHRRIR. BE. BEADOOF=VE
ENLERELBED/ILTRLF) Y BERDF—/IRIVEEN
FRELI.CNBERIE. M) TRDO7o - EROFXF L S5—F(TPH)-1
D;EEEFR N EIR463%). TPH-20:EH ER(BER EHREETO
~51%), FA L -ERFOXSS—FDEMN LR (B E LIREA150

. ~36%)ICLeEFRA LN, BEICEITOMRIIIERELEDEL

—ﬁlbf:o
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LARSEA—)LIESYNEE DA A

AB, BT B

Resveratrdl décreases the insoluble AB,_,, level in hippocampus and
protects the integrity of the blood—brain barrier in AD rats.
[H.F. Zhaos: Neuroscience, 310, 641-649 (2015)]
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As'soc.i.ation of habitual dietary resveratrol exposure with the development of frailty
"in okeler age: the Invecchiare in Chianti study.
M, Rabassaioy Am J Clin Nutr, 102, 1534-1542 (2015)
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+ Pretgreatment with Resveratrol Prevents Neuronal Injury and Cognitive Deficits
= Induced by Pé&rinatal Hypoxia-lschemia in Rats.
O. Arteada, M. Revuelta et al.: PLoS One, 10(11): e0142424 (2015)
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- Resveratrol Enhances Neuroplastic Changes, Including Hippocampal Neurogenesis,
» and-Memory th Balb/C Mice at Six Months of Age.
M. Torres-Pérez et al.: PLoS One, 10(12): e0145687 (2015)
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- Resveratrol attenuates neuronal autophagy and inflammatory injury by inhibiting the
« TLR4/NF-xB Signaling pathway in experimental traumatic brain injury.
Y. Feng ét al.: Int J Mol Med, 37: 921-930 (2016)
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. The éffect of resveratrol on beta amyloid-induced memory impairment involves
. inhibition ef phosphodiesterase-4 related signaling. L
G. Wang*et al.: Oncotarget, 7: 17380-17392 (2016)
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