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QuickTime™ and a Cinepak decompressor are needed to see this picture.



CALORIE RESTRICTIONIMPACTS MAJOR
DISEASES OF AGING IN RODENT MODELS
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SIRZ2IS AN ANTI-AGING GENE

Tissenbaum and Guarente, 2001
Viswanathan et al., 2005
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SIR21S PREDICTED TO BE ANTI-AGING IN HUMANS
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SIR2PROTEIN IS ANAD-DEPENDENT DEACETYLASE
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SIR2 MAY BE THE
REGULATOR THAT DELIVERS

THE BENEFITS OF CALORIE
RESTRICTION.
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GENETICALLY ENGINEERED MICE HAVE
EXTRA MAMMALIAN SIR2, SIRT1

ENGINEERED NORMAL

SIRT1 —

protein +/Tg;+/+ +/+;+/+

WAT

Laura Bordone, ashley Robinson, Ed van Veen, Maria
Carla Motta, Hayley Lintz, Stephen Marmor, Jianyuan Luo , Wei Gu

SIRT1ENGINEERED MICE MIMIC CALORIE RESTRICTION

. SMALLER

. LOWER BODY FAT

. LOWER CHOLESTEROL

. LOWER INSULIN

. LOWER GLUCOSE

. HIGHER INSULIN SENSITIVITY
. HIGHER METABOLIC RATE
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MIMETIC DRUGS

PLASTIC WELLS

SCREEN FOF CALORIE RESTRICTION

LIBRARY OF CHEMICAL

WITH SIRT1 COMPOUNDS
00000000 L JoI JoI I JOI )
00000000 ADD elelel I Jol JO)
00000000 00000000
00000000 ¢ elelel 1o I JO)
00000000 L JOI JOI ( JOIV)
00000000 ool lO [ X
00000000 [ I X JOISIeY [ J

SIRT1 ACTIVITY “HIT”
@ normal
@ altered

$)*%' *'&(*% (%) -%-'(% &

B

90 ( %& &'&). 0% 0

" 0

1C (™ (1) Y. (%) ).

& (% - &



(%& (™ "(%

2 ( (7 ( (

%E&' &'& ,%%$$ *)2% ' *$%'. ()

Y (¥ Ere(-

V&(* T S( % *) " (%2

0%0  %2&- (% (%& *

968 ¥ )29 "0 F("

BRIAN KENNEDY (U WASH)
NICK AUSTRIACO @ C)
MATT KAEBERLEIN (U. WASH)
MITCH MCVEY (TUFTS)
DAVID SINCLAIR (HMS)
KEVIN MILLS (JACKSON LAB)
CHRIS ARMSTRONG ()
DAVID LOMBARD (HMS)
HEIDI TISSENBAUM( UMASSMED)
SHIN IMAI ( WASH U)
SU-JU LIN (UCD)

FRED PICARD (LARVAL)
BRAD JOHNSON PENN)
BOB MARCINIAK (UTSA)
NAMJIN CHUNG (MERK)
LAURA BORDONE (NOVARTIS)

SUPPORTED
BY NIH

&(* (0+()

- 3)*

MARCIA HAIGIS
DANICA CHEN
GIL BLANDER
MARIA CARLA MOTTA
MO VISWANATHAN
XIAOLING LI
NICK BISHOP
ALA BERDICHEVSKY
KAYVAN ZAINABADI
AGNEISZKA CZOPIK
DENA COHEN
ANGELIKI CHALKAIDIKI



