Name: Olivier Boutaud

Office Address: 550 RRB
Office Phone Number: 615-343-7398
Date and Place of Birth: December 24t 1966

Home Address: 4505 Idaho Avenue, Nashville, TN 37209

Home Phone Number; 615-298-2756

Marital Status, Spouse's Name: Married, Nathalie Schnetz-Boutaud
Children: 2 children

Military Service: 1988-1989

Education:

e College:
« BS. Major in biochemistry. Université Louis Pasteur, Strasbourg, France, 1990
e Professional or graduate:
e Ph.D. in Molecular and Cellular Pharmacology (magna cum laude). Université Louis
Pasteur, Strasbourg, France, 1994
e Postgraduate Training:
o 1994-96: Postdoctoral fellowship in the laboratory of F. P. Guengerich, Department of
Biochemistry, Vanderbilt University, Nashville, TN
o 1996-97: Postdoctoral fellowship in the laboratory of A. R. Brash, Division of Clinical
Pharmacology, Vanderbilt University, Nashville, TN
o 1997-98: Research Fellow in the laboratory of J. A. Oates, Division of Clinical
Pharmacology, Vanderbilt University, Nashville, TN

Academic Appointments:

1998-2001: Research Instructor, Division of Clinical Pharmacology, Vanderbilt University,
Nashville, TN

2001-2008: Research Assistant Professor, Division of Clinical Pharmacology, Vanderbilt
University, Nashville, TN

2008-present: Research Associate Professor, Division of Clinical Pharmacology, Vanderbilt
University, Nashville, TN

Professional Activities:
Intramural:
Ph.D. Committee Member for:

e Angela M. Boutté
Defense: Tuesday, 23 August 2005



Title of Dissertation: “Cytoskeletal Protein Dysfunction and Oxidative Modification in Alzheimer’'s
Disease”.

e Tae-Gyu Nam
Defense: Tuesday, 4 April 2006

Title of Dissertation: "Mono and Bicyclic 6-Aminopyridinols and 2-Aminopyrimidinols as Novel
Antioxidants and Prostaglandin H> Synthase Inhibitors"

e Yipeng Geng
Defense: Wednesday, 12 March 2014

Title of Dissertation: "The mechanism of exocyte-mediated factor IX activation by factor Xla"

e Extramural: Member of the Editorial Advisory Board: The Open Neuroscience Journal,
Current Neuropharmacology

« ad hoc reviewer in: American Journal for Hypertension, Biochemical Pharmacology,
Brain, British Journal of Pharmacology, Circulation, Chemical Research in Toxicology,
Clinical Pharmacology and Therapeutics, Experimental Biology and Medicine, Free
Radicals in Biology and Medicine, Journal of Mass Spectrometry, Journal of Pharmacology
and Experimental Therapeutics, Journal of the American Heart Association, Medical
Science Monitor, Thrombosis and Haemostasis

Research Program:

5R44AG055184-02(Rathmacher/Boutaud)09/30/2016-05/31/2019 2.40 calendar months
NIH/NIA/Metabolic Tech.  $527,317 (subcontract only) (NCE)
2-Hydroxybenzylamine for the prevention of atrial fibrillation: Initial evaluation in humans

We also propose to establish brain penetrance of 2-HOBA and to determine whether it reduces
blood and CSF markers of oxidative modification of proteins.

5R01HL131977-03/UNIV58606 (Beckman/Boutaud) 09/07/2016-05/31/2019 1.20 calendar
months

NIH/NHLBI/VUMC $11,937 (subcontract only)
The Impact of Diabetes on Revascularization in BEST-CLI

Dr. Boutaud will be planning and supervising experiments, data analysis, and publication of the
findings in collaboration with Dr. Beckman. He also will have direct responsibility for
maintaining quality control for mass spectrometric and platelet biomarkers analyses utilized in
the project.

18SFRN34230125/UNIV60435 (Roden)  07/01/2018-06/30/2019 0.24 calendar months



AHA/NVUMC $2,426 (subcontract only)
Reactive lipid metabolites as mediators of AF susceptibility in clinical and genetic risk models

Dr. Boutaud is investigating the molecular mechanisms by which reactive lipid metabolites
contribute to pathologies associated with aging, such as Alzheimer’s disease. Specifically, he is
studying the mechanisms by which isolevuglandins lead to oligomer formation and the central
nervous system pathology observed in this form of dementia.

UNIV60646 (Oates) 07/01/2018-06/30/2019 0.60 calendar months
Cumberland Pharmaceuticals Inc.  $6,065

Inhibition of Lipid Peroxidation and Cerebral Vasospasm by an Acetaminophen-Based Regimen
in Patients with Aneurysmal Subarachnoid Hemorrhage

This pilot study will determine whether APAP, NAC, and APAP in combination with NAC will
inhibit lipid peroxidation in aneurysmal subarachnoid hemorrhage. A total of 120 patients will be
enrolled with 20 receiving placebo therapy, 20 receiving APAP (4g), 20 receiving NAC, 30
receiving 4g APAP + NAC, and 30 receiving 6g APAP + NAC.

2R01GMO076592-10 (Schneider)  08/15/2018-04/30/2022 0.60 calendar months
NIGMS $213,897
Convergence of the Cox-2 and 5-Lipoxygenase Pathways

We propose to study new lipid mediators that are formed in the body in response to injury or
infection. We want to determine how they change the body’s response to infection, specifically,
how they change the immune response and influence the clotting of platelets in the blood. Our
results may help better understand the effects of common over-the-counter medications like
aspirin and Tylenol that inhibit the formation of the novel lipid mediators.

W81XWH-18-1-0301 UNIV60572 (Wilson) 09/01/2018-08/31/2019 1.44 calendar
months

CDMRP/VUMC $14,383

Novel Intervention for Helicobacter pylori-Induced Stomach Cancer: Chemoprevention by
Scavengers of Electrophiles

Dr. Boutaud will direct the analyses of levuglandin adducts of histones in the gastric mucosa and
the analysis of levels of 5-ethylsalicylamine (EtSA) in blood and gastric tissues. He also will be
responsible for managing the database and electronically managed storage of samples for these
analytical procedures.

5P01 HL116263-05/ UNIV (Linton/Davies) 06/01/14-04/30/19  0.60 calendar months



NIH/NHLBI/VUMC $341,907 (subcontract only)
HDL Function in Human Disease

High density lipoproteins (HDL) are important in suppressing the development of atherosclerosis
but can become dysfunctional under certain conditions where oxidative stress also occurs.
Oxidation of lipids can generate reactive compounds, called isolevuglandins, which can react
with proteins in HDL and render it dysfunctional. This project will address the hypothesis that
overproduction of isolevuglandins is responsible for rendering HDL dysfunctional.

5R01HL133127-03 (Murray/Barnett) 04/01/2017-03/31/2021 0.60 calendar months
NHLBI/VUMC $18,596 (subcontract only)
Novel Pathophysiological Targets in Atrial Fibrillation Susceptibility

Experiments will identify TGFBR3-dependent signaling pathways that regulate metabolic
programming, and the mechanisms by which TGFBR3 rescues Bmpr2-deficient PEC function.
In this proposal, we will determine whether treating mice with scavengers can inhibit formation
of IsoLG adducts in the atrium. We will also determine whether the presence of atrial fibrillation
in humans is associated with increased atrial I1soLG adducts, when compared to similar data in
patients in sinus rhythm. Successful completion of these studies will validate a novel drug target
for atrial fibrillation and demonstrate that scavenging reactive aldehydes in the heart prevents
development of atrial fibrillation caused the two major risk factors of hypertension and obesity.

6R21CA187495-03 (Oates) 11/01/2016-03/31/2017
NIH/NCI/VUMC
Prevention of Cox-2 Derived DNA and Histone Modifications in Cancer

These studies will address the mechanism whereby COX-2 contributes to the malignancy and
assess new approaches to cancer prevention that derive from an understanding of this
mechanism.

14GRNT20460090 (PI: Boutaud) 07/01/2014 — 06/30/2016
American Heart Association

“Characterization of variants in PTGER3 genes as novel markers of cardiovascular risk”

5P50 GM15431-40 (PI: Roberts) 07/03/2011 - 06/30/2016
NIH/NIGMS

“Research Center for Clinical Pharmacology and Drug Toxicology”



Dr Boutaud is co-investigator in projects 1 and 2 that addresses the pharmacology of inhibition
of pathologic lipid peroxidation catalyzed by hemeproteins.

1R21 AG042194-01 (Andreasson/Boutaud) 04/01/2012 - 03/31/2014
NIH/NIA
Targeting protein adduction by reactive aldehydes in Alzheimer's disease

Dr. Boutaud is co-PI on this project that investigate whether scavenging reactive aldehydes in
vivo can prevent the onset or slow down the progression of cognitive impairment in an animal
model of Alzheimer’s disease.

AL110144 (Andreasson/Boutaud) 09/30/2012 - 09/29/2013
DOD
Targeting Protein Adduction by Reactive Aldehydes in ALS

Dr. Boutaud is site P1 for this application that aims at determining whether protein modifications
by levuglandins are associated with progression of the disease in the SOD animal model of ALS.

2P50 GM015431-39 (Oates) 07/01/2006 - 06/30/2011
NIH/NIGMS
Research Center for Pharmacology and Drug Toxicology

Dr Boutaud is co-investigator in project 3 that addresses the hypothesis that acetaminophen
inhibits hemeprotein-catalyzed lipid peroxidation in human diseases.

1P50 HL081009-01 (Oates) 02/01/2006 - 01/31/2011
NIH/NHLBI
SCCOR in Hemostatic and Thrombotic Disease

Dr Boutaud is co-investigator in project 4 that aims to better understand the mechanism for inter-
individual variation in aspirin’s pharmacological effect in humans and to evaluate biomarkers for
identifying patients with platelets that are resistant to aspirin.

Dr. Boutaud is also Associate Director of the analytical core laboratory for this program.

AFAR (Boutaud) 07/01/2007 - 06/30/2008
American Foundation for Aging Research

Quantification of the relative abundance of secreted APPs as a biomarker of Alzheimer's disease



This project addresses the hypothesis that the abundance of sAPPa relative to sAPPf could
constitute a reliable biomarker for AD.

AHAF (Oates) 08/01/2004 - 07/31/2007

American Health Assistance Foundation

Effect of Cyclooxygenase Activity on Amyloid 3

Dr Boutaud is co-investigator in this project that addresses the hypothesis that cyclooxygenases
participate in the formation of neurotoxic oligomers of amyloid 3 in Alzheimer’s disease.

1R21 AG026119-01 (Oates) 04/16/2005 - 03/31/2007
NIH/NIA
Lipid-Modification of Proteins in Alzheimer’s Disease

Dr. Boutaud is co-investigator in this project that seeks to characterize proteins that are modified
by cyclooxygenase-derived lipid adducts in the brain of patients with Alzheimer’s disease.
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7" International Conference on Eicosanoids and Other Bioactive Lipids in Cancer, Inflammation
and Related Diseases (Nashville, October 14™-17" 2001).

“Tristetrapolin Binds to the COX-2 mRNA 3’-Untranslated Region in Cancer Cells”
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