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A. Personal Statement
I am Chief of Stanford’s Division of Thoracic Surgery, Thoracic Oncology Program Leader, and an experienced clinical and translational scientist working mainly in the areas of lung cancer and diaphragm/skeletal muscle atrophy.  I have a busy practice in pulmonary surgery and have published 175 original research articles, editorials, chapters, and reviews on both clinical and laboratory topics. I am a member of the editorial board of the Annals of Thoracic Surgery and of all of the most prestigious academic surgical societies.
From my clinical work and clinical research – which is focused on the management of non-small cell lung cancer (NSCLC) – I have a broad and deep understanding of the active topics of clinical and translational inquiry in this area.  My contributions here have included a series of papers (directly relevant to this grant application) that contributes to our understanding of EGFR-mutant lung cancers – whether they present as single or multifocal tumors; the description of tangential pulmonary artery resection and reconstruction to avoid pneumonectomy in lung cancer resections; the seminal paper describing the management approach to patients with Cushing’s syndrome associated with well-differentiated neuroendocrine lung carcinomas; a paper showing that VATS (thoracoscopic) pulmonary lobectomy for NSCLC yields a lower lymph node harvest than lobectomy by thoracotomy; and a prospective randomized clinical trial which established that waterseal management of chest tubes reduces the duration of air leaks following pulmonary resection.   In addition, I am currently the principal investigator on an international, prospective randomized study which will evaluate a new type of indwelling pleural catheter in the management of malignant pleural effusions.   
In the laboratory, my long-term focus has been on the responses of the respiratory muscles (in particular, the diaphragm) to various disease states and interventions, and we have had ongoing federal funding for over 15 years for this aspect of our work.  My group first described the clinical syndrome of ventilator-associated diaphragm atrophy and dysfunction in 2007 (N Engl J Med), and we have since elucidated the molecular mechanisms underlying this problem in a series of publications.  
In addition, however, we have been excited to over several years move into lung cancer-related translational laboratory work.  To this end, we have become involved in a number of fruitful collaborations leading to insights into mechanisms of tumorigenesis and progression, and we have been involved in the development of the most sensitive available method for quantitating circulating tumor DNA and identifying lung cancer driver mutations (Nature Medicine).  In our own lab, we have been focused upon alternative treatments for EGFR-mutant lung cancer, including the work proposed in this LOI. In lung cancer work, I have the advantage of being able to provide an “outsider’s” point of view, given my primarily muscle-oriented basic research background, to the field of molecular-based cancer therapies.
[bookmark: _GoBack]My facility with molecular biology, honed in our work on the molecular signaling underlying skeletal muscle atrophy, combined with my detailed clinical/translational knowledge of lung cancer, makes me ideally situated to serve as PI on this project.



B.  Positions and Honors
1984-1995  Amherst College: Phi Beta Kappa, Summa Cum Lauda, Manstein Prize for top science student/
athlete, Havighurst Thesis Prize, Gillette Research Prize, Willy Lamar Squash Trophy, Simpson Fellowship for study of medicine.  Harvard Medical School: Cabot Graduation Prize, summer research grant. Hospital of Univ. of PA : Inouye Resident Teaching Award.
1990-92	National Research Service Award (NIH) - “DMD: the mdx Diaphragm and the Immunobiology of
Myoblast Transfer”
1998-2004	Assistant Professor of Surgery, Univ. of Pennsylvania School of Medicine
1999-2008	Co-Director, Respiratory Muscle Research Laboratory, Univ. of Pa. School of Med.
1999-2001	Edward D. Churchill Research Scholarship, American Association for Thoracic Surgery – “ The
Role of Respiratory Muscle Adaptation in Lung Volume Reduction Surgery”
2001-2008	Chief, Section of General Thoracic Surgery, Hospital of the University of Pennsylvania
2001-2004	VA Merit Review Board Advanced Research Career Development Award
2003,2010	Elected member of American Association for Thoracic Surgery, American Surgical Association
2004-2008	Associate Professor of Surgery, Univ. of Pa. School of Medicine
2001-	Editorial Board Member, Annals of Thoracic Surgery
2008-	Professor and Chief, Division of Thoracic Surgery, Stanford University School of Med.
2008-	Director, Respiratory Muscle Research Laboratory, Stanford University School of Med.
2009-	Leader, Thoracic Oncology Program, Stanford University School of Med.
2013-	Ad Hoc Member, NIH Study Section, Skeletal Muscle Biology and Exercise Physiology
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E.  Research Support
Ongoing Research Support

Merit Review Award    	7/1/13-6/30/17
Veterans Affairs Merit Review Board    Role: PI
Novel Mechanisms and Preclinical Therapy in Ventilator-induced Diaphragm Atrophy.
Investigates mitochondrial-targeted antioxidants and phrenic nerve stimulation to prevent ventilator-associated diaphragm dysfunction in rodent models.  Also investigates the role of microRNAs in the molecular pathogenesis of this process and carries out initial assessment of a potential therapeutic role for microRNAs.  Role: PI

R01                 Role: Shrager (co-I); Napel (PI)                7/1/11- 6/30/16
National Cancer Institute
Tools for Linking and Mining Image and Genomic Data in Non-Small Cell Lung Cancer 
Determines associations between radiographic (PET and CT) characteristics and genomic data from NSCLCs.  Role co-I.

Carefusion, Inc.      Role (International PI)          12/1/15-11/30/17
Pivotal, Multi-Center, Randomized, Controlled, Single-blinded Study Comparing the Silver-Nitrate-Coated Indwelling Pleural Catheter to the Uncoated PleurX Pleural Catheter for the Management of Symptomatic, Recurrent, Malignant Pleural Effusions
Project aims to determine whether a new, silver-nitrate coated pleural catheter will result in more reliable and effective pleurodesis, and shorter need for catheter to be in place, compared to the non-coated, original device.  The study population will be predominantly lung cancer patients with malignant effusion.  There is no overlap with the current proposal.  Role PI.

Varian, Inc.      Role: PI        10/1/12 – 12/31/16
A phase I/II Clinical Trial of Lung Volume Reduction via Stereotactic Ablative Radiation Therapy
Aims to determine the safety and effectiveness of achieving non-surgical lung volume reduction via stereotactic radiation as a treatment for severe emphysema in patients who are not candidates for surgical lung volume reduction.  There is no overlap with the current proposal.  Role PI.

Completed Research Support (past 3 years)

Merit Review Award          		              1/1/09-6/30/13
Veterans Affairs Merit Review Board      Role; PI
Human Diaphragm Fiber Atrophy Associated with Mechanical Ventilation
Investigation in human diaphragm biopsies of mechanisms of ventilator-associated diaphragm muscle fiber atrophy with focus upon proteolysis, apoptosis and oxidative stress. Role: PI

LC 110530              Role: PI				 10/1/12-4/31/14
Department of Defense Congressionally Directed Medical Research Program
microRNA-320a-Based Lung Cancer Therapy
Investigates the role of microRNA-320a in regulating the Warburg Effect within lung cancer cells, both in 
vitro, and in vivo in mouse models, including exogenous microRNA therapy.  Role: PI



