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A.	Personal Statement
I have been working in the field of liver disease for 40 years.  For the past 20 years I have been Director of the NIDDK sponsored USC Research Center for Liver Disease.  I have a strong background in basic science beginning my career in the biochemistry and physiology of GSH S-transferases and GSH metabolism and extending to the pathogenesis of liver injury and cell death from drugs and alcohol and fatty acids with a particular focus on the role of signal transduction mitochondria and ER stress in the mechanism of necrosis and apoptosis of normal and cancer cells.  In addition, our Liver Center’s Research Base has a major focus on the pathogenesis of liver cancer.  
B.	Positions and Honors
Professional Experience:
 6/67-6/69		Straight Medical Intern and Jr. Resident, Bellevue Hospital, NY
 7/69-6/70		Senior Resident, Internal Medicine, Albert Einstein Medical School, NY  
 7/70-6/72		Fellow, Gastroenterology, Cornell University Medical College, NY 
 7/70-6/71		Guest Investigator, Rockefeller University, NY				
 7/72-6/73		Asst. Professor of Medicine, Cornell University Medical College, NY  
 7/73-6/75		Investigator, Clinical Invest. Center, Naval Regional Med. Center, Oakland, CA
 7/75-10/89	Chief, Hepatology Wadsworth VA Medical Center, Los Angeles, CA
 7/75-6/77		Asst. Professor of Medicine, UCLA School of Medicine, Los Angeles, CA
 7/77-6/82		Assoc. Professor of Medicine, UCLA School of Medicine, Los Angeles, CA
 1/80-10/89	Chief, Gastroenterology, Wadsworth VA Medical Center, Los Angeles, CA
 7/82-1/90		Professor of Medicine, UCLA School of Medicine, Los Angeles, CA
 2/90-present	Professor of Medicine (tenured), USC School of Medicine and Chief, Division of Gastrointestinal    and Liver Diseases (Secondary appointments - Professor of Physiology & Biophysics, School of Medicine  & Pharmacology & Pharmaceutical Sciences, School of Pharmacy).
 3/95-present	Director, USC Research Center for Liver Diseases (NIDDK)

Honors:												Editorial Activities:
American Society Clinical Investigation, 1980	     		Associate Editor, Hepatology, 1985-1990; Highlights     
Western Gastroenterology Research Prize, 1986           	2002-2006
Association American Physicians, 1988                    	Editor, Liver and Biliary Diseases, Williams &   
Member, GMA-2 Study Section, 1986-1990			      	Wilkins, 1992, 1996
William S. Middleton Award, 1993 – Dept. of		     		Associate Editor, American Journal Physiology
	Veteran Affairs	 										(GI/Liver), 1991-1997
Merit Award, NIDDK, 1992-2000  						Associate Editor, Gastroenterology, 1996-2001
Thomas H. Brem /USC Associates Chair				Editorial Board, J. Biol. Chem., 1996-2001; 2002-2007	in Medicine, 1997                                               		Co-Editor, Drug-Induced Liver Disease, M. Dekker,
President, AASLD, 1998                                                      	 2002, 2007, Elsevier 2012
AASLD Distinguished Achievement Award, 2006		Associate Editor, Yamada’s Textbook of
ALF Distinguished Scientific Achievement 					Gastroenterology, 4th Edition, (2003) and 5th     
	Award 2008 												Edition (2007)
Mayo Soley Award (WSCI), 2007                                          
Veronica Budnick-Garrie Chair in Liver Diseases, 2007								
C.	Contribution to Science
As noted above, I have for the past 15 years focused on the pathogenesis of cell death and liver injury and will limit the discussion mainly to that part of my career.  

1. Alcohol abuse is a major cause of liver disease and cancer.  My research uncovered a selective depletion of mitochondrial GSH due to changes in GSH uptake by alcohol and identified the mechanisms and significance of this discovery.  

Fernandez-Checa J, Ookhtens M, and Kaplowitz N:  Effect of chronic ethanol feeding on rat hepatocytic glutathione: compartmentation, efflux, and response to incubation with ethanol.  J Clin Invest 80:57-62, 1987.

Fernandez-Checa J, Garcia-Ruiz C, Ookhtens M, and Kaplowitz N: Impaired uptake of glutathione by hepatic mitrochondria from chronic ethanol-fed rats:  tracer kinetic studies in vitro and in vivo and susceptibility to oxidant stress.  J Clin Invest 87:397-405, 1991.

Hirano T, Kaplowitz N, Tsukamoto H, Kamimura S, and Fernandez-Checa J:  Hepatic mitochondrial GSH depletion and progression of experimental alcoholic liver disease in rats.  Hepatology 16:1423-1427, 1992.

Garcia-Ruiz C, Morales A, Ballesta A, Rodes J, Kaplowitz N, and Fernandez-Checa J:  Effect of chronic ethanol feeding on glutathione and functional integrity of mitochondria in periportal and perivenous rat hepatocytes.  J Clin Invest 94:193-201, 1994.

Colell A, García-Ruiz C, Morales A, Ballesta A, Ookhtens M, Rodés J, Kaplowitz N, and Fernández-Checa JC: Transport of reduced glutathione in hepatic mitochondria from ethanol-treated rats: Effect of membrane physical-chemical properties and s-adenosyl-l-methionine.  Hepatology 26:699-708, 1997.

Colell A, Coll O, Garcia-Ruiz C, Paris R, Tiribelli C, Kaplowitz N, and Fernandez-Checa J.  Tauroursodeoxycholic acid protects hepatocytes from ethanol-fed rats against TNF-induced cell death by replenishing mitochondrial GSH.  Hepatology 34:964-971, 2001.

Coll O, Colell A, Garcia-Ruiz C, Kaplowitz N and Fernandez-Checa J.  Sensitivity of the 2-oxoglutarate carrier to alcohol intake contributes to mitochondrial glutathione depletion.  Hepatology 38:692-702, 2003.

Shinohara, M, Ji C, and Kaplowitz N.  Differences in BHMT expression, ER stress response and liver injury between mice and rats in response to chronic alcohol or high methionone diet feeding.  Hepatology, 51: 796-805, 2010.  PMID: 20069651, PMCID: PMC2840074

Von Montfort C,  Matias N, Fernandez A, Fucho R, de la Rosa L, Martinez-Chantar M, Mato J, Machida K, Tsukamoto H, Murphy M, Mansouri A, Kaplowitz N, Garcia-Ruiz C, and Fernandez-Checa J.  Mitochondrial GSH determines the toxic or therapeutic potential of superoxide scavenging in steatohepatitis.  J Hepatol. 57: 852-9, 2012.  PMID:22687340, PMCID: 3445734

Fernandez A, Matias N, Fucho R., Ribas V, Nuño N, Baulies A, Martinez L, Tarrats N, Colell A, Morales A, Mari M, Mathurin P, Bataller R, Caballeria J, Elena M, Dubuquoy L, Balgoma D, Balsinde J, Kaplowitz N, Garcia-Ruiz C, C. Fernandez-Checa J.  ASMase is requires for alcohol-induced hepatic endoplasmic reticulum stress and mitochondrial cholesterol loading.  J. Hepatol. 59; 803-813, 2013. PMID: 23707365  PMCID:PMC3779525

2. We discovered for the first time that ER stress plays a major role in alcohol induced liver disease in animal models in response to alterations in 1-carbon metabolism.  

Ji C and Kaplowitz N.  Betaine decreases hyperhomocysteinemia, endoplasmic reticulum stress, and liver injury in alcohol fed mice.  Gastroenterology 124:1488-1499, 2003.

Ji C, Deng P and Kaplowitz N. Role of TNF in ethanol-induced hyperhomocysteinemia and murine alcoholic liver injury. Hepatology 40:442-451, 2004.

Ji C, Chan C, and Kaplowitz N.  Predominant role of SREBP lipogenic pathways in the murine intragastric ethanol feeding model.  J Hepatology, 45; 717-724, 2006.

Ji, C, Shinohara M, Kuhlenkamp J, Chan C and Kaplowitz N.  Mechanisms of protection by the betaine homocysteine methyltransferase/betaine system in HepG2 cells and primary mouse hepatocytes.  Hepatology, 46:1586-1596, 2007. 

Ji C, Shinohara M, Than TA, Chan C, Kaplowitz N. Effect of transgenic extrahepatic expression of betaine-homocysteine methyltransferase on alcohol or homocysteine-induced fatty liver. Alcoholism: Clin Exp Res  Jun;32(6):1049-58, 2008.  PMID: 18498552, PMCID:PMC2596885 
Ji C, Kaplowitz N, Lau MY, Kao E, Petrovic L, and Lee AS.  Liver-specific loss of Grp78/BiP perturns the unfolded protein response and exacerbates a spectrum of liver disease in mice.  Hepatology, 54: 229-239, 2011.  PMID: 21503947, PMCID: PMC3125405

3. We discovered the inporance of JNK signaling to mitochondria in the pathogenesis of cell death.  We identified an outer membrane mitochondrial protein, SH3BP5, which binds P-JNK and leads to mitochondrial dysfunction, promoting ROS production and prolonging JNK activation.  

Gunawan B, Liu Z-X,  Han D, Hanawa  N, Gaarde W. and Kaplowitz  N.   c-Jun-N-Terminal kinase plays a major role in murine acetaminophen hepatotoxicity.   Gastroent, 131:165-178, 2006.

Hanawa N, Shinohara M, Saberi B, Gaarde W, Han D and Kaplowitz N.  Role of JNK translocation to mitochondria leading inhibition of mitochondria bioenergetics in acetaminophen-induced liver injury.  J Biol Chem. 283 (20):13565-77, 2008.  PMID: 18337250, PMCID: PMC2376214
Shinohara, M, Ybanez M, Win S, Than TA, Jain S, Gaarde W, Han D, and Kaplowitz N.  Silencing GSK-3β inhibits acetaminophen hepatotoxicity and attenuates JNK activation and loss of GCL and Mcl-1.  J. Biol. Chem. 285: 8244-8255, 2010.  PMID: 20061376, PMCID: PMC2832976

Win S, Than T, Han D, Petrovic L, and Kaplowitz N.  JNK dependent acute liver injury from acetaminophen or TNF requires mitochondrial Sab expression.  J. Biol. Chem, 286:35071-35078, 2011.  PMID: 21844199, PMCID: PMC3186406

Saberi B, Ybanez M, Johnson H, Gaarde W, Han D, and Kaplowitz N.  Protein Kinase C (PKC) participates in  mediates acetaminophen hepatotoxicity through JNK dependent and independent signaling pathways. Hepatology, 59: 1543-1554, 2014, PMID: 23873604

Win S, Than TA, Fernandez-Checa J, Kaplowitz N.  JNK interaction with Sab mediates ER stress induced inhibition of mitochondrial respiration and cell death in primary mouse hepatocytes.  Cell Death Disease, 5, e989; 2014. PMID:24407242 

Win S, Than T, Le B, Garcia-Ruiz C, Fernandez-Checa J, and Kaplowitz N.  Sab (SH3BP5) dependence of JNK-mediated inhibition of mitochondrial respiration in palmitic acid induced hepatocyte lipotoxicity.  J Hepatol, in press 2015.  

Complete List of Published Work in MyBibliography:   
http://www.ncbi.nlm.nih.gov/sites/myncbi/neil.kaplowitz.1/bibliograpahy/43445479/public/?sort=date&direction=ascending
[bookmark: _GoBack]D.	Research Support
Ongoing Research Support

5P30 DK48522-20 (Kaplowitz) 			03/01/95 to 02/28/15(NCE)		
National Institutes of Health				
Digestive Diseases Core Center; USC Research Center for Liver Diseases (Core Facilities and P/F project)

The major goals of this project are to provide support for liver and digestive diseases research. The P.I. is Director of the Center and has an entirely educational and administrative role.  The Center has Cell + Tissue Imaging, Cell Culture, and Metabolic/Instrumentation/Proteomics/Mass Spectrometry Core facilities to support research in liver diseases.  Also, pilot/feasibility projects of new investigators in liver disease are supported.  The P.I. derives no research support directly from the Center, but uses all the Cores.  P.I. is responsible for the Administrative Core and the direction/activities of the Center.
Role: PI

2R01 DK067215-10 (Kaplowitz)			04/01/04 to 03/31/21				
National Institutes of Health									
Cellular Mechanisms of Hepatotoxicity

The major goal of this project is to elucidate the mechanisms of drug-induced liver injury (DILI) with particular focus on the mechanistic consequences of reactive oxygen species (ROS) production and GSH redox perturbations on cell signaling pathways. 
Role: PI

5P50 AA011999-16 (PI/PD Tsukamoto)   01/01/09 to 12/31/18				                 
National Institutes of Health                                                                       
Southern California Research for ALPD and Cirrhosis

Mechanisms and impact of StAR activation in ALD (Research Project 1 – P.I. Fernandez-Checa)
The overall goal is to understand the molecular mechanisms regulating alcohol-induced StARD1 expression, and to uncover the impact of mitochondrial cholesterol accumulation on key features of ALD, including mitochondrial physiology and inflammation.
Role: Co-I 

5P50 AA011999-16 (PI/PD Tsukamoto) 01/01/09 to 12/31/18			 	                     
National Institutes of Health                                                                                                                       
Southern California Research for ALPD and Cirrhosis

Alcohol abuse and pancreatic necrosis (Research Project 4 – P.I. Gukovskaya and Pandol)
As a collaborative effort within the center projects, Dr. Kaplowitz will cross-examine the molecular mechanism proposed in this project on pancreatic mitochondria and those in his research project with Dr. Fernandez-Checa on liver mitochondria.
Role: Co-I

2U01 DK083020-07 (Stolz)			09/03/13 to 06/30/18					
National Institutes of Health						
USC-UCLA Drug-Induced Liver Injury (DILI) Clinical Center

The major goal of this study is to enroll patients with drug-induced liver injury and to collaboratively work with other clinical centers to promote clinical and mechanistic research into causes of drug-induced liver injury.
Role: Co-I

1U01AA021857-02 (Liu)				9/1/13 to 08/30/18 							
National Institutes of Health			
Immunity in alcoholic hepatitis

The major goal of this study to characterize the immune system in alcoholic hepatitis and study new treatment strategies.
Role: Co-I

1U01AA021886-02 (Morgan)			9/1/13 to 8/30/18						
National Institutes of Health			
A prospective, randomized, clinical trial to evaluate two novel therapies.		
(Subcontract- P.I. Stolz)

The major goal of this study to characterize the immune system in alcoholic hepatitis and study new treatment strategies.
Role: Co-I


COMPLETED RESEARCH WITHIN THE LAST 3 YEARS.

2R01 AA014428-10 (Kaplowitz/Ji) 		04/01/04 to 03/31/15				
National Institutes of Health							
Homocysteine, ER Stress, and Alcoholic Liver Injury

The major goals of this project are to examine the mechanisms of ethanol induced hyperhomocysteinemia and its role in inducing ER stress and the importance of ER stress in the pathogenesis of alcoholic liver disease. 
Role: PI

R01 DK78586-05 (Liu)					07/01/08 to 06/30/13			
National Institutes of Health			
Liver Innate Immunity in Drug-Induced Liver Disease

The major goal of this project is to elucidate the role of the liver innate immune system in the development of murine acetaminophen hepatotoxicity.			
Role: Co-I




















