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	M.S.
	08/80
	Comparative Pathology

	Kobe University School of Medicine, Kobe, Japan
	Ph.D.
	04/89
	Cell Biology

	
	
	
	



A. Personnel Statement
Since 1983, my laboratory has continuously been funded by both NIH and Department of Veterans Affairs for studies on hepatic stellate cell (HSC) and macrophage (HM) biology in chronic liver disease. Current research projects pursue: morphogen-mediated cell fate regulation of HSCs, epigenetic regulation of HSCs, HSC-liver tumor initiating cell interactions, molecular mechanisms of chronic ASH to alcoholic hepatitis (AH) transition, the genesis and significance of liver progenitors in AH.  The Southern California Research Center for ALPD and Cirrhosis I directs serves 54 investigators from USC, University of California, LA, Irvine, and San Diego, and 7 international center members. I am a member of American Physiological Society, American Association of Biochemistry and Molecular Biology and American Association for Studies on Liver Diseases and the past-President and current Secretary for International Society of Hepatic Sinusoidal Research.  

B. Positions and Honors
Positions and Employment
1981-1983 	Postdoctoral Research Fellow, Dept of Internal Medicine, University of California, Davis, CA
1986-1989 	Research Fellow, Kobe University, Japan
1984-1991 	Assistant Professor (Physiologist), Department of Internal Medicine, UC, Davis, CA
1991-1994 	Associate Prof, Dept. of Medicine and Nutrition, Case Western Reserve Univ, Cleveland, OH
1994-1996 	Associate Prof, Dept. of Med and Pathology, Univ of So Calif School of Med, Los Angeles, CA
1996-2001 	Professor of Medicine and Pathology with Tenure, USC School of Medicine, Los Angeles, CA 
1995-2003 	Associate Dir, USC Res Center for Liver Dis, Keck School of Medicine of USC, Los Angeles, CA
2003-			Member, Executive Committee, USC Liver Center
1999-	Director, Southern California Research Center for ALPD & Cirrhosis, Keck School of Medicine of University of Southern California (USC), Los Angeles, CA
2000-2010	Director, Institutional Training Program in ALPD and Cirrhosis, USC.
2001-			Professor with tenure, Dept of Pathology, University of Southern California
Other Experience and Professional Memberships
1990, 1995 	Member, NIH/NIAAA Special Review Committee, Biomedical Center Application
1992-present	Member, Research Society on Alcoholism
1994-1997 	Member, NIH DRG Alcohol/Toxicology Study Section-Panel 4
1996-present	Member, American Association for Studies of Liver Diseases
1997-present	Member, American Physiological Society
1998-2001 	Member, VA Merit Review Board for Gastroenterology
1997-2003 	Member, Editorial Board, American Journal of Physiology, Gastrointestinal Physiology
2003-present	Member, American Society for Biochemistry and Molecular Biology
1997-2007 	Member, Editorial Board, Hepatology
2003-2007 	Member, Editorial Board, Gastroenterology
2004-2009 	Member, National Advisory Council on Alcohol Abuse and Alcoholism, NIH/NIAAA
2004/2010/2011 Member, NIH Special Review Panel
2008-2010		President, International Society for Hepatic Sinusoidal Research
2009-2012		Member, AASLD Awards Committee
2013-persent Secretary, International Society for Hepatic Sinusoidal Research
2011-present	Member, Editorial Board, Gastroenterology, Journal of Hepatology, Hepatology Research
2011-present Member, NIAAA Special Emphasis Review Panel AA-1
Honors
1994			NIAAA/NIH MERIT Award (R37)
1999			VA Career Research Scientist Award
2004			VA Senior Career Research Scientist Award
2012 		ISBRA Hiromasa Ishii Memorial Award
2014			Fellow, American Association for Studies of Liver Diseases

C. Contribution to Science 
1. I developed the rodent intragastric ethanol feeding (iG) model model for studies on ALD in 1985.  This model which achieves absolute control over ethanol and nutrient intake, has allowed demonstration of the importance of high and sustained intake of ethanol and secondary risk factors (high fat diet, iron, obesity, enteral endotoxin) in the pathogenesis of progressive ALD. A recent study reveals that the diet high in cholesterol and saturated fat plus weekly binge promotes reproduction of clinically relevant alcoholic hepatitis (AH) in the mouse iG model. 
a. Tsukamoto H, French SW, Benson N, Rao GA, Larkin EC, and Largman C:  Severe and progressive steatosis and focal necrosis in rat liver induced by continuous intragastric infusion of ethanol and low fat diet. Hepatology 5:224-232, 1985.
b. Tsukamoto H, Towner SJ, Ciofalo LM, and French SW: Ethanol-induced liver fibrosis in rats fed high fat diet.  Hepatology 6:814-822, 1986.
c. Tsukamoto H, Horne W, Kamimura S, Niemelä O, Parkkila S, Ylä-Herttuala, Brittenham GM. Induction of liver cirrhosis in rats fed alcohol and iron. J Clin Invest 96:620-630,1995.
d. Tsukamoto H, Cheng S, Blaner W.  Effects of dietary polyunsaturated fat on ethanol-induced Ito cell activation. Am J Physiol 270:G581-G586, 1996.
e. Mathurin P, Deng Q-G Keshavarian A, Choudary S, Holmes EW, French SW, Tsukamoto H. Exacerbation of alcoholic liver injury by enteral endotoxin.  Hepatology 32:1008-17,2000.
f. Xu J, Lai  KKY, Verlinsky A, Lugea A, French SW, Cooper MP, Ji C, Tsukamoto H. Synergistic steatohepatitis by moderate obesity and alcohol in mice despite increased adiponectin and p-AMPK. J Hepatol 2011 55:673-82.
g. Ueno A, Lazaro R, Higashiyama R, Machida K, and Tsukamoto H.  Mouse intragastric infusion (iG) Model. Nature Protocols 2012; 7:771-81.
h. Lazaro R, Wu R, Lee S, Zhu NL, Chen CL, French SW, Xu J, Machida K, Tsukamoto H. Osteopontin deficiency does not prevent but promotes alcoholic neutrophilic hepatitis in mice. Hepatology (Baltimore, Md.). 2015; 61(1):129-40. PMID: 25132354

2. With the NIH MERIT award support on the pathogenesis of alcoholic liver disease (ALD) in 1994, we have discovered novel iron signaling in NF-kB activation in hepatic macrophages (HM) in 2003.  This iron signaling characterized by a transient rise catalytically active iron upon LPS or TNF-alpha treatment, was shown to be an acquired function of differentiated macrophages in rodent and man.  Accentuated iron signaling occurs in HM in experimental ALD due to an increased pool of intracellular chelatable iron and serves as a central priming mechanism of M1 HM activation in ALD.  Iron signaling is induced by peroxynitrite and activates two arms of signaling for IKK activation: one involving c-Src activation which leads to p21Ras and MEK1 activation while other beginning with TAK1 activation via TRAF6 K63 polyubiquitination causing PI3K and NIK activation.
a. Tsukamoto H, Lin M, Ohata M, Giulivi C, French SW, Brittenham G. Iron primes hepatic macrophages for NF-kB activation in alcoholic liver injury. Am J Physiol 277:G1240-G1250, 1999
b. Xiong S, She H, Takeuchi H, Han B, Engelhardt JF, Barton CH, Zandi E, Giulivi C, Tsukamoto H. Signaling role of intracellular iron in NF-B activation. J Biol Chem 278:17646-17654, 2003. PMID: 12637578
c. Chen L, Xiong  S, She H, Wang J, and Tsukamoto H. Iron causes interactions of TAK1, p21ras and PI3K in caveolae to activate IKK in hepatic macrophages.  J Biol Chem 282:5582-5588, 2007.
d. Xiong S, She H, Zhang A-S, Wang J, Mkrtchyan H, Dynnyk A, Gordeuk VR, Enns CA, Tsukamoto H.  Hepatic macrophage iron aggravates alcoholic steatohepatitis. Am J Physiol, 295:G512-G521, 2008.
e. Zhong S-P, Xu J, Li P, Tsukamoto H. Caveosomal oxidative stress causes Src-p21Ras activation and K63 TRAF6 polyuniquitination in iron-induced M1 hepatic macrophage activation.  J Biol Chem, 2012 Sep 14;287(38):32078-84.

3. With support via VA Career and Senior Career Research Scientist awards on molecular mechanisms of HSC activation in liver fibrosis in 1999 and 2004, respectively, we have established a novel concept of adipogenic regulation of HSC differentiation. We have shown that transcriptional regulation essential for adipocyte differentiation, particularly that involving PPAR- is required for the maintenance of hepatic stellate cell (HSC) differentiation and quiescence, and loss of this regulation underlies HSC activation in liver fibrosis. A series of publications from 2000 firmly established this concept and further revealed the importance of morphogens (Wnt, Necdin, DLK1) and epigenetic regulation in PPAR- repression and HSC activation in liver fibrosis.
a. Miyahara T, Schrum L, Rippe RA, Yee H, Motomura K, Xiong S, Tsukamoto H. PPAR and hepatic stellate cell activation. J Biol Chem, 275:35715-35722, 2000. PMID: 10969082
b. Hazra S, Xiong S, Wang J, Rippe R, Chatterjee VKK, Tsukamoto H. Peroxisome proliferator-activated receptor gamma induces a phenotypic switch from activated to quiescent hepatic stellate cells. J Biol Chem 279:11392-11401, 2004. PMID: 14702344
c. She H, Xiong S, Hazra S, and Tsukamoto H. Adipogenic transcriptional regulation of hepatic stellate cells. J Biol Chem, 280(6):4959-67, 2005. PMID: 15537655
d. Yavrom S, Chen L, Xiong S, Wang J, Rippe R, Tsukamoto H.  PPARγ suppresses proximal α1(I) collagen promoter via inhibition of p300-facilitated binding of NF-I to DNA in hepatic stellate cells.  J Biol Chem 280:40650-9, 2005. PMID: 16216869
e. Mann J, Chu DC, Maxwell A, Oakley F, Zhu NL, Tsukamoto H, Mann DA. MeCP2 controls an epigenetic pathway that promotes myofibroblast transdifferentiation and fibrosis. Gastroenterology. 138(2):705-714, 2010. PMID: 19843474
f. Zhu N-L, Wang J, Tsukamoto H. Necdin-Wnt pathway causes epigenetic PPARγ repression in hepatic stellate cells. J Biol Chem, 2010 Oct 1;285(40):30463-71. PMCID: PMC2945539
g. Zhu N-L, Asahina K, Wang J, Ueno A, Lazaro R, Miyaoka Y, Miyajima A, Tsukamoto H. Hepatic stellate cell-derived DLK1 in liver regeneration. J Biol Chem 2012;287:10355-67.

4. Since 1999, I have been involved in programmatic development for a NIH/NIAAA center on alcoholic liver and pancreatic diseases (ALPD) and cirrhosis, now named “Southern California Research Center of ALPD and Cirrhosis”. The center now encompasses 54 investigators from 7 institutions in Southern California. Its Animal Core produces and provides: different version of iG models for mild ASH, chronic ASH with liver fibrosis, AH with liver fibrosis; long-term alcohol-tumor promotion models; liver tumor model with tumor initiating stem cells (TIC) orthotopic transplantation in immune-competent alcohol-fed mice.  Its Cell Isolation Core isolates hepatocytes, liver sinusoidal endothelial cells, HM, and HSC from normal rodents and the iG models to support cell-type specific analysis.  These Cores also support  ~14 non-center investigators and 10 NIH-funded studies from 10 institutions. 
Complete List of Published Work in MyBibliography: http://www.ncbi.nlm.nih.gov/sites/myncbi/hidekazu.tsukamoto.1/bibliograpahy/41146700/public/?sort=date&direction=ascending 

D. Research Support
Ongoing Research Support
1I01BX001991-01A1 				Tsukamoto (PI) 						10/01/04 – 09/30/17
VA Merit Review              									 
Molecular Mechanisms of Hepatic Stellate Cell (HSC) Activation in Liver Fibrosis
This study aims to test the roles of morphogens (Wnt and DLK1) in PPAR repression in HSC activation in liver fibrosis and regeneration. 

Senior Research Career Scientist Award (Tsukamoto)					04/01/04 – 03/31/18
Department of Veterans Affairs				
This award is to support the PI’s effort for the project described above.

2P50 AA011999-16                	Tsukamoto (Program Director)		01/01/99 – 12/31/18
NIH/NIAAA
Southern California Research Center for ALPD & Cirrhosis
The center will continue to strive as a unique scientific center of excellence in ALPD and cirrhosis by promoting: 1) environment conducive for leading-edge research on the center’s theme: elucidation of the priming and sensitizing mechanisms for ALPD; 2) provision of unique models, innovative genetic approaches and expertise to outside investigators including those at other NIAAA Alcohol Research Centers; 3) comprehensive education and training  to foster future generations of scientists in ALPD and cirrhosis; and 4) outreach efforts to disseminate the center’s new findings to lay public, health care workers and scientists in our home and global communities. 

5R24 AA012885-14              		Tsukamoto (PI)						06/01/11 – 05/31/16 
NIH/NIAAA
Non-parenchymal Liver Cell Core
This core provides highly specialized services of isolation and culture of three types of non-parenchymal cells, sinusoidal endothelial cells, Kupffer cells, and hepatic stellate cells from normal, ethanol-fed and pair-fed control rats to the alcohol research community.

5U01AA018663-04  				Tsukamoto (Program Director)		09/01/10 – 08/31/15
NIH/NIAAA
Epigenetic regulation of alcoholic liver fibrosis
This international program project with Derek and Jelena Mann at Newcastle University in UK, pursues identification of MeCP2 and EZH mediated epigenetic repression of Ppar as a causal mechanism of myofibroblastic transdifferentiation of hepatic stellate cells in alcoholic liver fibrogenesis. 

5R13AA020691-03 				Tsukamoto (Program Director)		08/05/11 – 07/31/16		
NIH/NIAAA							
“International Symposium on ALPD and Cirrhosis”
This program supports international symposia on alcoholic liver and pancreatic diseases and cirrhosis with primary missions of promoting active international collaborations among investigators with complementary expertise and resources and of supporting participation of young scientists at this international platform for their career development and promotion. 

1R01AA021751-01A1 			Tsukamoto (Consortium Co-PI)/Xiao-Ming (PI)		08/15/13 – 07/31/18		
NIH/NIAAA							
The Dynamics and Mechanisms of Autophagy in Ethanol-Induces Liver Pathogenesis
This study tests the hypothesis that autophagy is important in regulating and protecting against ethanol-induced injury of hepatocytes.

Not applicable 					Tsukamoto (PI)						07/01/14 – 06/30/17	
Toray Industries, Inc.							
Therapeutic Actions and Mechanisms of Baicalein Toward Liver Tumor Initiating Cells (TICs)
This study investigates molecular mechanisms which underlie: 1) baicalein’s cytotoxic and chemosensitizing effects on TICs; 2) baicalein’s differentiation effects on TICs; 3) baicalein’s effects to promote endoderm lineage determination and hepatocyte differentiation from human pluripotent stem cells.  The study also tests the therapeutic potential of baicalein encapsulated in CD133 antibody-conjugated nano particles in TIC xenograft and orthotopic transplantation mouse models.

1U01AA022614-01A1 	Tsukamoto (Consortium PI)/Kisseleva (PI)				09/01/14 – 06/30/19			
NIH/NIAAA									
The Role of IL-17 in Alcoholic Liver Disease and Cancer
As a consortium PI for the research, Dr. Tsukamoto oversees designing and execution of animal studies using a new hybrid feeding model of alcohol and Western diet to investigate the roles of IL-17 and IL-22 in alcoholic steatohepatitis and liver fibrosis. 


