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Creating Revolutionary Medicines for Diseases of Aging

Sirtris, a GSK company, is focused on discovering and developing proprietary, orally
available, small molecule drugs with the potential to treat diseases associated with aging,
including metabolic, inflammatory and neurodegenerative diseases.
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the potential to address a broad range of diseases of aging.
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Product Candidate Programs &

Sirtris researchers are working to translate this research into a potential new class of pharmaceuticals to treat
diseases of aging, offering the ability for people to live longer, healthier lives. Working from the solid foundation
established over the last few years, Sirtris has focused on developing many novel small molecule activators of
SIRT1, the most studied member of the sirtuin family. These new chemical entities or NCEs are novel compounds
that are structurally and chemically unrelated to resveratrol, a naturally occurring compound that was used as an
early proof-of-concept for SIRT1 activation. Besides being structurally differentiated from resveratrol, the NCEs are
more specific for the target SIRT1 and have improved drug-like properties. The company has recently completed
several early-stage translational clinical studies with the first generation NCEs and has several active clinical trials
under way (see Pipeline).

www.sirtrispharma.com
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Upcoming Scientific Meetings

Abstracts to be presented at the
71 Scientific Sessions of the
American Diabetes Association
Meeting in San Diego, CA, in
June 2011:

SRT2104, A Novel Small Molecule
SIRT1 Activator Ameliorates
High Fat Diet Induced Insulin
Resistance, Promotes Glucose
Utilization by Enhancing
Glycolysis and Increases both
Carbohydrate and Lipid Oxidation
in Mice.

The Metabolomic Profile of
SRT2104, a Selective SIRT1
Activator in High Fat Diet
Fed Mice Reveals Significant
Improvements in Metabolic
Function in Liver, Heart and
Skeletal Muscle

SIRT1-Mediated Regulation of
FGF21 Expression in Lean Mice
Probed with Small Molecule
Activators and Genetic

SIRT1 Deletion

Abstracts to be presented at

the 10t World Congress on
Inflammation in Paris, France, in
June 2011:

The First Demonstration of Clinical
Activity by a Small Molecule
SIRT1 Activator: SRT2104 Reduces
Cytokine Release and Coagulation
Activation in a Human

Enotoxemia Model

SRT2104, A Novel and Selective

Small Molecule SIRT1 Activator,

Inhibits DSS-induced Colitis in a
SIRT1-Dependent Manner.

Activating SIRT1: Broad potential for diseases of aging

Alzheimer’s Disease
Sarcopenia Parkinson’s Disease Atherosclerosis
Disuse Atrophy Huntington’s Disease Heart Failure

SKELETAL MUSCLE BRAIN/CNS %

© Mitochondriogenesis
© Fatty-acid Utilization
© Insulin Action

5

© Neurodegeneration HEART
O Inflammation
© Cardioprotection

Type 2 Diabetes COPD
Non-Alcohol Fatty Liver Disease

C Sirtris’ @k@

LIVER SIRT1 ACTIVATOR o

© Fat Metabolism © Inflammation
© Mitochondriogenesis
© Gluconeogenesis

© Lipid Profiles

Jo

<
-

Inflammatory

Type 2 Diabetes Bowel Disease

Type 2 Diabetes INTESTINE

PANCREAS Obesity © Inflammation
© Insulin Secretion
© B-cell Protection

e

ADIPOSE
© Adipogenesis
© Lipogenesis
© Mitochondriogenesis

Pipeline
Product Indication Phase I Phase II
SRT2104 Healthy Volunteers Complete
SRT2104 Metabolic Complete
SRT2104 Inflammation Complete Ongoing
SRT2104 Cardiovascular Ongoing
SRT2379 Healthy Volunteers Complete
SRT2379 Inflammation Complete

Leading the Fight Against the Diseases of Aging

Sirtris is proud to be the leading company focused on discovering and
developing drug candidates that target sirtuins and, in particular, drug
candidates that mimic the beneficial effects of calorie restriction by activating
SIRT1. Our scientific founder and members of our scientific advisory board
include many of the leading researchers in the sirtuin field, and we have
exclusively licensed or own over 200 patents and patent applications
pertaining to sirtuins and their role in diseases of aging. Members of our
management team have previously advanced more than 20 small molecule
drugs into clinical trials and played key roles in developing several
FDA-approved drugs.

Life at Sirtris

The Sirtris team is joined together by a shared passion for creating therapies that allow
peopletolive healthier lives. We believe that this passionis something that thrivesin the
right environment -- a place where people are challenged, encouraged and rewarded. To
learn more about our vibrant corporate culture and opportunities to join our team, visit
www.sirtrispharma.com/careers.
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LEONARD GUARENTE, Ph.D.
Massachusetts Institute of
Technology

DAVID SINCLAIR, Ph.D.
Harvard Medical School

CHRISTOPH WESTPHAL, M.D., Ph.D.
Longwood Founders Fund

Fred Alt, Ph.D.
Harvard Medical School

Shin-ichiro Imai, M.D., Ph.D.
Washington University

C. Ronald Kahn, M.D.
Joslin Diabetes Center

Pere Puigserver, Ph.D.
Dana-Farber Cancer Institute

Paolo Sassone-Corsi, Ph.D.
University of California, Irvine

Anthony Sauve, Ph.D.
Weill Medical College of
Cornell University

Li-Huei Tsai, Ph.D.
Massachusetts Institute of Technology

Eric M. Verdin, M.D.
Gladstone Institute of Virology
and Immunology
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