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Staff Physician/Director, MICU (VAMC)
Charles Ezra Daniel Professor of Medicine (MUSC)
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	EDUCATION/TRAINING  (Begin with baccalaureate or other initial professional education, such as nursing, and include postdoctoral training.)

	INSTITUTION AND LOCATION
	DEGREE

(if applicable)
	YEAR(s)
	FIELD OF STUDY

	Knox College, Galesburg, Illinois
	B.A.
	1974
	Biology

	Rush University Medical School, Chicago, Illinois

Rush-Presbyterian-St.Luke’s Hospital Chicago,IL
	M.D.

Residency
	1977

1977-1980
	Medicine

Internal Medicine

	Tufts-New England Medical Center, Boston, MA
	Fellowship
	1980-1982
	Clinical Cardiology

	Boston VA Medical Center, Boston, MA
	Fellowship
	1982-1984
	Cardiology Research


A.
Positions and Honors

Positions and Employment

1982-1988
Director, Cardiac Catheterization Laboratory, Dept VA Medical Center, Boston, MA

1984-1988
Director, Research Laboratory, Depart VA Medical Center, Boston, MA

1982-1988
Assistant Professor of Medicine, Tufts University School of Medicine, Boston, MA

1988-1989
Associate Professor of Medicine, Tufts University School of Medicine, Boston, MA

1988-1993
Associate Professor of Medicine, Medical University of South Carolina, Charleston, SC

1989-
Director, Medical Intensive Care Unit, Dept VA Medical Center, Charleston, SC

1993-
Professor of Medicine, Medical University of South Carolina, Charleston, SC

1994-
Adjunct Professor, Department of Bioengineering, Clemson University, Clemson, SC

1999-
Charles Ezra Daniel Professor of Medicine, Medical University of South Carolina, 

Charleston, SC

Other Experience and Professional Memberships

1980
American Heart Association,(Fellow, Program Committee, Grant Review)

1987
American College of Cardiology (Fellow, Program Committee, South Carolina President’s Council)

1996
Heart Failure Society of America (Program Committee, Education Committee, Executive Council 2007-)

1999
American Physiological Society (Fellow, Program Committee)

1996
Editorial Boards: Journal of the American College of Cardiology (1996-2000, 2003- ), 


Circulation (2000- ), Congestive Heart Failure (2003- )

2003
NHLBI-NIH Working Group on Strategic Directions in Congestive Heart Failure

Honors

1997
Horace Smithy Award for Heart Research in SC, American Heart Association

1999
Charles Ezra Daniel Endowed Chair in Cardiology, Medical University of South Carolina

2003
Member, Association of University Cardiologists

2002-2007
Member, ABIM Subspecialty Board on Cardiovascular Disease

2007-2011
Chair, ABIM Subspecialty Board on Cardiovascular Disease

2007-2011
Member, ABIM Board of Directors, Internal Medicine
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Ongoing Research Support
VA BLRD Merit  

(P.I.: Zile)















10/01/2006-09/30/2010

Department of Veterans Affairs

Diastolic Heart Failure:  Role of the Extracellular Matrix
This VA Merit Review grant seeks to define the underlying mechanisms which cause abnormal diastolic function and lead to the development of diastolic heart failure. This study will focus on the molecular and cellular mechanisms which control extra-cellular matrix (ECM) collagen synthesis, post-translational modification and degradation. The Specific Aims are: 1) Define the effects of pressure overload hypertrophy (POH) on cardiac fibroblast function and determine whether changes in function are dependent on increased advanced glycation end product (AGE) and the fibroblast receptor for AGE (RAGE) interaction; 2) Determine whether transgenic or pharmacological alterations in AGE/RAGE interactions alter the left ventricle and ECM response to POH produced by transverse aortic constriction in mice; 3) Examine changes produced by POH in signal transduction cascades connecting AGE/RAGE binding to nuclear translocation of transcription factors leading to increased expression of profibrotic proteins.

Completed Research Support

PO2-HL48788-15   (Program Director: Cooper)                                                                08/01/1993-07/30/2008

NIH/NHLBI
                                          Competing Renewal Submission Targeted for September 2008
This NIH Program Project Grant seeks to establish the causes and consequences of cardiac hypertrophic growth. Dr. Zile is Principal Investigator for Program Grant Project #6, Co-Investigator Project #2, Core Co-director for the Animal Model Core: The goal of Project #6 (Diastolic Heart failure: Defining Cardiocyte Mechanisms) will focus upon the cellular mechanisms that cause increased cardiocyte stiffness. This project will examine changes in calcium regulatory and cytoskeletal proteins in models of diastolic congestive heart failure.

Role on Project:  Principal Investigator of Project 6; Co-PI of Project 2; Director of Animal Model Core

D. Time/Effort Statement:  Research=65%; Clinical=25%; Teaching/Mentoring=9%; Administration=1%

This is a statement of overall effort including both VA and MUSC appointments.  Dr. Zile currently has an 8/8ths (40 hrs/wk) VA paid appointment with the VAMC Charleston, SC and a paid faculty appointment (20 hrs/wk) with the Medical University of South Carolina.  
	OTHER SUPPORT

	ZILE, Michael R. (M.D.)

	ACTIVE
	

	VA BLRD Merit  (Zile)
	10/1/06-9/30/10
	3.6 calendar (VA)

	Department of Veterans Affairs
$125,000

	Diastolic Heart Failure:  Role of the Extracellular Matrix

	This VA Merit Review grant seeks to define the underlying mechanisms which cause abnormal diastolicfunction and lead to the development of diastolic heart failure. This study will focus on the molecular and cellular mechanisms which control extra-cellular matrix (ECM) collagen synthesis, post-translational modification and degradation. The Specific Aims are: 1) Define the effects of pressure overload hypertrophy (POH) on cardiac fibroblast function and determine whether changes in function are dependent on increased advanced glycation end product (AGE) and the fibroblast receptor for AGE (RAGE) interaction; 2) Determine whether transgenic or pharmacological alterations in AGE/RAGE interactions alter the left ventricle and ECM response to POH produced by transverse aortic constriction in mice; 3) Examine changes produced by POH in signal transduction cascades connecting AGE/RAGE binding to nuclear translocation of transcription factors leading to increased expression of profibrotic proteins.

	

	N01-HV-281-81-000  (Knapp)
	09/30/02-9/30/09
	1.8 calendar (MUSC)

	NIH/NHLBI
$127,000

	The Cardiovascular Proteomics Center

	This study is devoted to the development of new proteomics technology while furthering cardiovascular research.  Dr. Zile’s project entitled “Application of Proteomic Analysis to Cardiovascular Research in Diastolic Heart Failure” will use rat models to investigate divergent growth mechanisms and pathologies associated with pressure overload versus volume overload cardiac hypertrophy. It will also examine age 
and sex related differences. Two dimensional electrophoresis and newly developed methods of mass spectroscopy will be employed to identify proteins and their post translational modifications identified in these studies.

Role on Project:  Principal Investigator of Project 1


	PENDING

	

	PO1-HL04877 (Cooper)
	  8/01/09-06/30/14
	

	NIH/NHLBI









      Competing Renewal to be submitted September 2008

	Load-induced Cardiac Hypertrophy in the Adult Mammal

	This NIH Program Project Grant seeks to establish the causes and consequences of cardiac hypertrophic growth. Dr. Zile is Principal Investigator for Program Grant Project #6, Co-Investigator Project #2, Core Co-director for the Animal Model Core: The goal of Project #6 (Diastolic Heart failure: Defining Cardiocyte Mechanisms) will focus upon the cellular mechanisms that cause increased cardiocyte stiffness. This project will examine changes in calcium regulatory and cytoskeletal proteins in models of diastolic congestive heart failure.

Role on Project:  Principal Investigator of Project 6; Co-PI of Project 2; Director of Animal Model Core

	

	1 R01 HL089944-01A1 (LeWinter) 
09/01/08-08/30/13               
2.4 calendar (MUSC)

	NIH/NHLBI
$160,885/yr

	Advanced Glycation End-Products in Human Myocardium

	This clinically based R01 application seeks to determine whether advanced glycation end-products contribute to heart dysfunction in patients with diabetes mellitus and hypertension as well as normal aging, all of which are risks factors for the development of heart failure.  Dr. Zile will oversee and interpret studies investigating patient myocardial biopsies in in vitro experiments to assess altered cross-linking effects upon passive stiffness and myofilament contractile properties.  These results will then be related to findings of in vivo left ventricular function.

Role on Project:  Principal Investigator- MUSC subcontract



	OVERLAP

	

	There is no overlap between the studies being proposed in Dr. Spinale’s Merit Review application and any of Dr. Zile’s active or completed grant support.  Specifically, Dr. Spinale is examining the role of MT1-MMP in pressure overload.  This has not been and is not a subject of Dr. Zile’s investigation.


