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14:30-15:20 State of the Art Lecture

[ English Session ]

[IL-17 Signaling Promotes Excessive Alcoholic Liver Disease
and Excessive Alcohol Drinking in Mice]
chair  Ikejima Kenichi (Juntendo University)
speaker David A. Brenner (University of California San Diego)

15:20-16:20
[ English Session ]

Workshop
[Recent Advances in NASH Research —from bench to bedside ]

chair  Tokushige Katsutoshi  (Tokyo Women's Medical University)
Gavin E. Arteel (University of Pittsburgh)
Speaker Fujimoto Toyoshi (Juntendo University)

Miura Kouichi
Kawaguchi Takumi
Akuta Norio

(Jichi Medical University)
(Kurume University)
(Toranomon Hospital)
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[ English Session ]

FtZ 7:30
8:00-8:27 —i%iEREG EBR Bf X— (REXZEZEIERTR HLZEAE)
8:27-9:05 —hERE 7 ER 15 B (ZRERKE FERERRZ)
9:05-10:35 Topic Forum 2 sponsored by Siemens Healthcare Diagnostics K.K

[Non-invasive assessment of alcoholic organ damage
Chair Kanto Tatsuya (National Center for Global Health and Medicine)
Discussant Honda Masao (Kanazawa University)

Speaker Christian Mirwaldt (Siemens Healthcare Diagnostics Products GmbH)

[ English Session ]

Imajo Kento (Yokohama City University)
Nakamoto Yasunari (Fukui University)
Eguchi Akiko (Mie University)
J—ke—JLAo
10:4511:45 | NEYIEIF— g EAT7—<HRER)
[RSPHHE &A1 ]
B B85 F @&EEHMIIAE FFEESHESRRT)
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BE TR BER (KBRAE THIEZARE)
AE
13:10-14:50

RONALD G. THURMAN Memorial Symposium [Session 1]

Chair Ikejima Kenichi (Juntendo University)
Tsukamoto Hidekazu (University of Southern California)
OpeningTak  Takei Yoshiyuki (Mie University)

Gavin E. Arteel

Tatiana Kisseleva
Akazawa Yuko
Yamashina Shunhei

(University of Pittsburgh)

Keynote Lecture

(University of California San Diego)
(Nagasaki University)
(Juntendo University)

Speaker

d—ke—JUAZ

15:00-16:20
[ English Session ]

RONALD G. THURMAN Memorial Symposium [Session 2]

Chair David A. Brenner (University of California San Diego)
limuro Yuiji (Yamanashi Prefectural Central Hospital)

Keynote Lecture Tsukamoto Hidekazu (University of Southern California)

Speaker Juliane |. Beier (University of Pittsburgh)
Hikita Hayato (Osaka University)
Iwaisako Keiko (Doshisha University)
16:20-16:35 | FoR -FRET
16:35-16:40 | BARDEE =k M B— (EXEXZ HLEREE)
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Chair Kenichi lkejima
Department of Gastroenterology, Juntendo University School of Medicine

[PL-1] IL-17 Signaling Promotes Excessive Alcoholic Liver Di and Exc ive Alcohol Drinking in Mice
David A. Brenner
University of California San Diego School of Medicine

15:20-16:20 Workshop [ Recent Advances in NASH Research —from bench to bedside ]
Chair Tokushige Katsutoshi
Tokyo Women’s Medical University
Gavin E. Arteel
University of Pittsburgh

[WS-1] Physiological function of nuclear lipid droplets in hepatocytes
Fujimoto Toyoshi
Juntendo University Research Institute For Diseases of Old Age

[WS-2] Hypercholesterolemia promotes NASH and NASH-related HCG
Miura Kouichi Morimoto Naoki Isoda Norio Yamamoto Hironori
Jichi Medical University

An Association between Mild—to—moderate Drinking and Hepatic Fibrosis Evaluated by Shear Wave Elastography in Health
Check-up Examinees
Kawaguchi Takumi' Yamamura Sakura’ Nakano Dan' Tomiyasu Yoshiko? Yoshinaga Shinobu? Doi Yumi?
Takahashi Hirokazu® Anzai Keizo® Eguchi Yuichiro®# TorimuraTaku;ji'
Division of Gastroenterology, Department of Medicine, Kurume University School of Medicine! Medical Examination
Section, Medical Examination Part Facilities, Public Utility Foundation Saga Prefectural Health Promotion Foundation?
Division of Metabolism and Endocrinology, Faculty of Medicine, Saga University® Liver Center, Saga University
Hospital*

[ws-3]

[WS-4] Clinical course and long—term impact of SGLT2 inhibitor for histological proven NAFLD in Japan
Akuta Norio
Toranomon Hospital, Department of Hepatology

16:20-16:30 a—E—JL A%
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9:05-10:35 [Topic Forum 2] Non intensive assessment of Alcoholic/Nonalcoholic steatohepatitis

Sponsored by Siemens Healthcare Diagnostics KK
Chair Kanto Tatsuya
National Center for Global Health and Medicine
Discussant Honda Masao
Kanazawa University

[TF2-1] CDT:From basic concept to Clinical Application
Christian Mirwaldt
Siemens Healthcare Diagnostics Products GmbH

[TF2-2] Imaging approaches for evaluation of steatohepatitis
Imajo Kento
Department of Gastroenterology and Hepatology, Yokohama City University School of Medicine

[TF2-3] Liquid Biopsy for Circulating Tumor Cells in Patients with Hepatocellular Carcinoma
Nakamoto Yasunari Takahashi Kazuto
Internal Medicine, University of Fukui Faculty

[TF2-4] Extracellular vesicles as a Novel Target for Diagnostics and Treatment
Eguchi Akiko' Tsukamoto Hidekazu? Ariel Feldstein "3  Takei Yoshiyuki'
Mie University Graduate School of Medicine Department of Gastroenterology and Hepatology'
Southern California Research Center For Alpd and Cirrhosis and Departments of Pathology, Keck School of Medicine of
The University of Southern California?
Department of Pediatrics, University of California San Diego®

10:35-10:45 I—E—JL4%
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11:45-12:00 &
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13:00-13:10 K&

13:10-1450  RONALD G. THURMAN Memorial Symposium [Session 1]

Chair Ikejima Kenichi
Department of Gastroenterology, Juntendo University School of Medicine
Tsukamoto Hidekazu
University of Southern California

Opening Talk Takei Yoshiyuki
Mie University Graduate School of Medicine Department of Gastroenterology and Hepatology

Keynote Lecture
[RSY1-1] Extracellular matrix metabolism in prefibrotic liver disease.
Gavin E. Arteel
University of Pittsburgh

[RSY1-2] Primary alcohol-activated human and murine Hepatic Stellate Cells (HSCs) share similarities in gene expression profiles.
Tatiana Kisseleva
Department of Surgery, University of California San Diego

[RSY1-3] Detection of DNA damage response in nonalcoholic fatty liver disease via p53—binding protein 1 nuclear expression.
Akazawa Yuko"? Matsuda Katsuya' Nakao Kazuhiko Nakashima Masahiro?
Atomic Bomb Disease Institute, Nagasaki University'
Department of Gastroenterology and Hepatology , Nagasaki University Hospital?
Mayo Clinic, Divisioin of Gasroenterology and Hepatology, Rochester, Usa®

[RSY1-4] The role of autophagy on sensitization of Kupffer cells to endotoxin
Yamashina Shunhei
Department of Gastroenterology, Juntendo University School of Medicine

14:50-15:00 3I—E—JL4A4%
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15:00-16:20 RONALD G. THURMAN Memorial Symposium [Session 2]

Chair David A. Brenner
University of California San Diego
limuro Yuji
Yamanashi Prefectural Central Hospital.

Keynote Lecture

[RSY2-1] Endotoxin, Hepatic Macrophages and Hypermetabolic Mitochondria in Alcoholic Liver Disease
Tsukamoto Hidekazu

University of Southern California

[RSY2-2] Vinyl chloride impacts mitochondrial function, dynamics and communication in mice.
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IL-17 Signaling Promotes Excessive Alcoholic Liver
Disease and Excessive Alcohol Drinking in Mice.

David A. Brenner
University of California San Diego School of Medicine

Institution and Location

Yale University, New Haven, CT BS 06/1975 Biology

Yale University, New Haven, CT MD 06/1979 Medicine

Yale University, New Haven, CT Intern/Resid 06/1982 Internal Medicine
NIH/NIDDK, Bethesda, MD Fellowship 06/1985 Genetics & Biochem
UC San Diego, CA Fellowship 06/1986 Gastroenterology

Positions and Honors

Positions

1986 -1990 Assistant Professor of Medicine in Residence, UC San Diego, CA

1988 -1989 Acting Assistant Chief of Medicine, Veteran's Administration Medical Center, San Diego, CA

1987- 1992 Staff Physician, Veteran's Administration Medical Center, San Diego, CA

1990 -1992 Associate Professor of Medicine, UC San Diego, CA

1992 - 2003 Professor of Medicine & Biochemistry & Biophysics, & Chief, Division of Digestive Diseases and Nutrition, University of North
Carolina, Chapel Hill, NC

2000- 2003 Nina C. and John T. Sessions Distinguished Professor of Digestive Diseases and Nutrition

2003 - 2007 Chairman, Department of Medicine and Samuel Bard Professor, Columbia University College of Physicians and Surgeons,
Director, Medical Service, NYPH-CUMC.

2007-Present Distinguished Professor of Medicine, Department of Medicine, UC San Diego, CA.

2007-Present Vice Chancellor for Health Sciences & Dean, School of Medicine, UC San Diego, CA.

BACKGROUNDG&AIMS: Alcohol (EtOH) dependence may result in chronic alcohol consumption, which in
turn is a leading risk factor for development of alcoholic liver disease (ALD) and hepatocellular carcinoma
(HCC). ALD is associated with marked increase of hepatic expression of pro-inflammatory IL-17A and its
receptor IL-17RA. Our underlying hypothesis is that increased IL-17 signalling is a common mediator of
EtOH pathology. METHODS: Genetic deletion and pharmacological blocking were used to characterize
the role of IL-17A/IL-17RA signaling in the pathogenesis of HCC and alcohol dependence. RESULTS:
Global deletion of IL-17RA gene suppressed HCC in alcohol-fed DEN-challenged IL-17RA-/- mice
compared to wild type mice. When the cell-specific role of IL-17RA signaling was examined, development
of alcohol-induced liver fibrosis and HCC was decreased in both alcohol-fed IL-17RAAM® and IL-
17RAAHep mice devoid of IL-17RA in myeloid cells and hepatocytes. Deletion of IL-17RA in myeloid cells
ameliorated alcohol-induced liver injury via suppression of pro-tumorigenic/inflammatory and pro-
fibrogenic responses, while deletion of IL-17RA in hepatocytes regulated fibrosis and HCC via suppression
of de novo lipogenesis in alcohol-damaged steatotic hepatocytes. Pharmacological blocking of IL-17A/Th-
17 cells using anti-IL-12/IL-23 Ab suppressed progression of HCC (by 70%) in alcohol-fed mice, indicating
that targeting IL-17 signaling might provide novel strategies for treatment of alcohol-induced HCC. We
compared experimental models of alcoholic liver disease (ALD) and alcohol dependence in mice and
demonstrated that pharmacological blockade of IL-17 signaling effectively reduced voluntary alcohol
drinking in alcohol-dependent mice, and blocked alcohol-induced hepatocellular and neurological damage.
The level of circulating IL17A positively correlated with the alcohol use in excessive drinkers that was
further increased in patients with ALD as compared to healthy individuals. CONCLUSIONS: Our data
suggest that IL-17A is as a tumor promoting cytokine, which critically regulates alcohol-induced hepatic
steatosis, inflammation, fibrosis, and HCC. IL-17Ais a common mediator of excessive alcohol consumption
and alcohol-induced liver/brain injury, and targeting IL17A may provide a novel strategy for treatment of
alcohol-induced pathology.
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Extracellular matrix metabolism in prefibrotic liver disease.

Gavin E. ARTEEL

University of Pittsburgh
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1991-1993 Undergraduate independent researcher, Univ. of Wisconsin-Madison
1993-1997 Graduate research assistant, Univ. of NC-Chapel Hill
1998-2000 Alexander von Humboldt Stiftung, post-doctoral fellow, Univ. of Dusseldorf, Germany
2000-2001 Bowles Center for Alcohol Studies, post-doctoral fellow, Univ. of NC-Chapel Hill
2001-2002 Asst. Professor, Depts of Pharmacology and Medicine, Univ. of NC-Chapel Hill
2003, 2004 Secretary/Treasurer of Ohio Valley Society of Toxicology (OVSOT)
2002-2006 Asst. Professor, Dept of Pharmacology and Toxicology and The James Graham Brown Cancer Center,

Univ. of Louisville School of Medicine
2003-2007 Regular member for NIH study section ZDK1 GRB-N M1. “NIDDK loan repayment program.”
2003-2008 Member, School of Medicine Rules, Policies and Credentials Committee, Univ. of Louisville.
2007-2009 Director of Graduate Program Management & Student Affairs, Dept of Pharmacology and Toxicology, Univ of Louisville
2006-2010 Assoc. Professor, Dept of Pharmacology and Toxicology and The James Graham Brown Cancer Center, Univ. of Louisville
2006-2010 University Scholar, Univ. of Louisville
2006-2010 Member and chair, Center for Genetics and Molecular Medicine (CGeMM) education committee, Univ. of Louisville School of Medicine
2010-2014 Member, XNDA study section
2002-2018 Member of departmental Graduate Committee (chair, William Pierce)
2006-2018 Director, Support Core, University of Louisville Alcohol Research Center
2007-2010 University Scholar, Dept of Pharmacology and Toxicology, Univ. of Louisville
2008-2018 Member of admission committee, UofL MD/PhD program
2008-2018 Member of Special Sub-Committee to the Office of the Vice Dean for Research
2009-2017 Associate Chair for Research, Dept of Pharmacology and Toxicology, Univ. of Louisville
2009-2018 Member of School of Medicine Graduate Council
2010-2018 Professor, Dept of Pharmacology and Toxicology, Univ. of Louisville
2010-2018 Distinguished University Scholar, Univ. of Louisville.
2014-2018 Chair, Basic Research Committee, American Association for the Study of Liver Diseases (AASLD)
2017-2018 Vice Chair for Research, Dept of Pharmacology and Toxicology, Univ. of Louisville
2003-present Ad hoc reviewer for NIH study sections (e.g., HBPP, XNDA and NIDDK SEPs).
2006-present Member, review committee, Cell death; oxidative stress; antioxidants; drug metabolism and toxicity.

American Association for the Study of Liver Diseases.
2018-present Member of Strategic Planning Taskforce, American Association for the Study of Liver Diseases (AASLD)
2018-present Professor of Medicine, GI, Liver and Nutrition Division. University of Pittsburgh School of Medicine.
2018-present Associate Chief for Basic Research, Department of Medicine, GI, Liver and Nutrition Division. University of Pittsburgh School of
Medicine.
2018-present Member and Pilot and Feasibility Core Director, University of Pittsburgh Liver Research Center.
2015-present Member, acting chair (2015-2017) and chair (2018-present), HBPP study section
2019 Alumnus of the year, UW-Madison B.S. Pharmacology and Toxicology Program, Madison, WI.

As the main detoxifying organ in the body, the liver has tremendous ability to heal and regenerate from injury.
The regenerative response in the liver can be perturbed and impacts recovery from injury or damage. The
extracellular matrix (ECM) consists of a diverse range of components that work bi-directionally with surrounding
cells to create a dynamic microenvironment that regulates cell signaling, recruitment, and tissue function. The
basic definition of the ECM comprises fibrillar proteins (e.g., collagens, glycoproteins and proteoglycans). More
recently, groups have extended the definition to include ECM affiliated proteins, regulator/modifier proteins and
secreted factors (i.e., the ; ‘matrisome’). Quantitative and qualitative changes to the ECM structure and
superstructure can impact overall health of the organ and organism. Remodeling of the hepatic ECM/matrisome
in response to injury is well understood in some contexts. For example, changes to the ECM associated with
fibrosis are considered almost synonymous with hepatic ECM changes. Proteomic-based studies in other
organs haves demonstrated that the matrisome responses dynamically in composition after insult well before
fibrotic changes to the organ. These changes to the ECM may not alter overall ECM architecture and are
therefore histologically undetectable. Nevertheless, these changes have potential to alter hepatic phenotype
and function. These acute responses can be viewed as an arm of the wound healing response and facilitate
recovery from damage, which resolves once the damage is repaired. However, under conditions of chronic
injury, these changes likely contribute to activation of a significant remodeling response that leads to scar
formation (i.e., fibrosis). This presentation will discuss some of the salient processes and players involved in the
acute phase response of the ECM to liver injury after alcohol and other insults.
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Primary alcohol-activated human and murine Hepatic
Stellate Cells (HSCs) share similarities in gene expression
profiles.

Tatiana Kisseleva
Department of Surgery, University of California San Diego

Research Fields of Interest

Liver fibrosis, NASH- and ALD-induced HCC

Education and Appointment

Russian University of Friendship, Moscow, Russia M.D. 07/1993 Medicine, Surgery

Biochemical Institute of the Medical Faculty, Christian-Albrechts-University, Kiel, Germany Ph.D. 10/1996 Biochemistry
Summa cum laude

March-1997 - December 1998 Postdoctoral Fellow - The Cleveland Clinic Foundation, Biomedical Engineering, Cleveland, Ohio
December 1998- June 2003 Postdoctoral Research Scientist, Columbia University, Dept. of Microbiology, New York, NY
July 2003- April 2007 Associate Research Scientist, Columbia University, Dept. of Medicine, New York, NY

April 2007 — July 2012 Assistant Research Scientist, UCSD, Dept of Medicine, La Jolla, CA

July 2012 — July 2016 Assistant Professor of Surgery, UCSD, La Jolla, CA

July 2016 — Associate Professor of Surgery, UCSD, La Jolla, CA

Background: Alcoholic liver disease (ALD) is characterized by extensive deposition of extracellular matrix
proteins (ECM) and formation of a fibrous scar. Hepatic Stellate Cells (HSCs) are the major source of
Collagen Type | producing myofibroblasts in fibrotic liver. The mechanism of alcohol-induced activation of
human and murine HSCs is not fully understood. Methods: We compared the gene expression profiles of
primary cultured human HSCs (hHSCs) isolated from patients with ALD (n=3) or without underlying liver
disease (n=4) using RNA-Seq analysis. Furthermore, the gene expression profile of ALD hHSCs was
compared to that of alcohol-activated mHSCs (isolated from intragastric (IG) alcohol-fed mice), or carbon-
tetrachloride (CCl4)-activated murine HSCs (mHSCs). Results: Comparative transcriptome analysis
revealed that ALD hHSCs, and alcohol-activated mHSCs share the expression of common HSC activation
(Col1at, Acta1, PAI-1, TIMP1, LOXL2), and uniquely upregulate expression of CSF1R, PLEK, LAPTM5,
CD74, CD53, MMP9, CD14, CTSS, TYROBP, ITGB2, and other genes (compared to CCl4-activated
mHSCs). Conclusion: We identified genes that are unique to alcohol-induced HSC activation in two
species, and therefore, may become new targets for anti-fibrotic therapy in experimental models of ALD.
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Detection of DNA damage response in nonalcoholic fatty
liver disease via p53-binding protein 1 nuclear expression.
53BP-1 [2&% NAFLD F#lfE DNA &{EHEDRIHR1E

Akazawa Yuko"? Matsuda Katsuya'

Nakao Kazuhiko? Nakashima Masahiro®

Atomic Bomb Disease Institute, Nagasaki University'

Department of Gastroenterology and Hepatology, Nagasaki University Hospital?
Mayo Clinic, Divisioin of Gasroenterology and Hepatology, Rochester, Usa®

T T RE th ' hE —E° I EF’
FEREEFRN ' RBXPHEGEHCHRRAT

Mayo Clinic, Divisioin of Gasroenterology and Hepatology, Rochester, Usa®

RIBXZEFIMEEX

RIBEXZREE_NEAR

RIBEAZEFE EREFREHARH (BRESTFREF) KERAZE
B35 (Department of Gastroenterology and hepatology, Mayo Clinic)
RIBXZEF ERERSHEHNKEREE

RIEXZmEt SHILSFARIBIE

RBRZRMHFE B1#

RBXZRITZCHREREEE B
RBEAXZFARFREEEFREMRE KREF HEM
RIBRZRFZEETERMANBGHR - RERRZEARMRELE L 2 —EHIERTE BT
EARMBEREE (RPN =) £ 542

The mechanism underlying NAFLD progression is largely unknown. p53-binding protein 1 (53BP1) is a DNA

damage response protein that localizes at the site of DNA double-strand breaks. We investigated nuclear 53BP1

foci formation as an indicator of DNA double-strand breaks in NAFLD liver tissues by immunofluorescence in

52 liver tissue samples. The number of abnormal 53BP1-positive foci in hepatocytes (defined as three or more

discrete nuclear foci and/or large foci greater than 1 uM) was significantly increased in both in NAFL and NASH.

The number of large foci was significantly increased in the NASH Liver compared to that in the NAFL and

correlated with increased stage of fibrosis. Cultured rat hepatocytes treated with palmitate augmented the

number of abnormal 53BP1 foci in a caspase-dependent manner. This study showed that 53BP1-positive

nuclear foci formation is associated with disease progression in NAFLD. Analysis of 53BP1 may be beneficial

to estimate genomic instability in NAFLD.
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The role of autophagy on sensitization of Kupffer cells to
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Activation of Kupffer cells by gut-derived endotoxin plays a pivotal role on progression of alcoholic liver disease
(ALD) and non-alcoholic liver disease (NAFLD). Moreover, sensitization of Kupffer cells to endotoxin recognized
in ALD and NAFLD model accelerates liver injury. Hepatic inclusion composed of autophagy-specific substrate
p62 is one of the histological features of ALD and NAFLD and can be a precursor to hepatic carcinogenesis.
Recent evidence suggests that autophagic dysfunction contributes to the progression of ALD and NAFLD. It
was reported that autophagy is also implicated in a component of innate-immunity.

Induction of autophagy due to LPS was suppressed in Kupffer cells isolated from NAFLD model mice. Moreover,
both p62 expression and TNFa production in Kupffer cells from NAFLD model mice was higher than control
mice. On the other hand, LPS exposure increased TNFa production from autophagy-deficient Kupffer cells more
than wild type. Interestingly, shifting to inflammatory phenotype of hepatic macrophage was linked to the
formation of p62-positive protein aggregation in hepatocytes.

These findings suggested that suppression of autophagy due to hepatic steatosis is associated with
sensitization of Kupffer cells to endotoxin. Targeting the autophagic pathway specifically in Kupffer cells might

provide a potential therapeutic approach for the treatment of NAFLD.
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Endotoxin, Hepatic Macrophages and Hypermetabolic
Mitochondria in Alcoholic Liver Disease

Hidekazu Tsukamoto
University of Southern California

POSITIONS

1996-present Professor with tenure, Pathology, Univ of Southern California (USC)
1999-present Director, NIH-Funded Southern California Research Center for ALPD & Cirrhosis
1994-1996 Associate Professor, Medicine and Pathology, USC

1991-1994 Associate Professor, Medicine and Nutrition, Case Western Reserve Univ
1984-1991 Assistant Professor (Physiologist), University of California Davis

EDUCATION

1975 Nippon Veterinary & Animal Science Univ, Tokyo, Japan, D.V.M.

1980 University of California, Davis, M.S. in Comparative Pathology

1989 Kobe University School of Medicine, Ph.D. in Medical Sciences and Cell Biology

PROFESSIONAL ACTIVITIES

Editorial Board: Journal of Hepatology, Hepatology Research (2001-present);

Gastroenterology (2003-2007, 2011-2016); Hepatology (1997-2007); Am J Physiol (1997-2003)

National Committees: NIH/NIAAA Study Sections (1994-1997); NIAAA AA-1 Review Panel (2011-2016); Center Grant Review Panel
(1990, 1995, 2006); Special Review Panel (2004, 2010, 2011; 2016); VA Merit Review Board for Gastroenterology (1995-2003); NIAAA
National Advisory Council (2004-2008); VA ShEEP Review Panel (2016); VA RCS/Promotion Review Panel (2019-present);

Society Membership: AASLD (1986-present); Am Physiol Soc (1997-present); Am Soc for Biochem Mol Biol (2003-present); Res Soc on
Alc (1992-present); Intl Soc for Biomed Res on Alc (1996-present)

Society Administration: President, International Society of Hepatic Sinusoidal Research (ISHSR) (2008-2010); Secretary, ISHSR (2014-
2017)

The late Ron Thurman’s legacy is profoundly appreciated in his seminal work in two specific areas: gut
LPS-hepatic macrophage (HM) axis and hypermetabolic mitochondria in alcoholic liver disease (ALD). For
the past two decades, this legacy was extended by new revelations that HM in ALD evolution are plastic
and chronic alcoholic steatohepatitis (CASH) is driven by monocyte-derived proinflammatory HM which are
generated by Notch-dependent nuclear transcriptional regulation and mitochondrial transcriptional and
metabolic reprogramming. In alcoholic hepatitis (AH), LPS activates Caspase 4/11-Gasdermin D
(CASP4/11-GSDMD) pathway to cause pyroptosis in HM and hepatocytes. In global Casp1/11-/- mice,
hepatic GSDMD activation is blocked and AH is ameliorated, and AAV8-Ttr promoter-mediated selective
expression of 30KD active GSDMD in hepatocytes aggravates AH, suggesting the role of hepatocyte
CASP11-GSDMD pathway in AH. On the other hand, the contrasting roles of GSDMD in HM are emerging
in acute LPS-mediated lethality vs. AH. The CASP4/11-GSDMD pathway is also being recognized in liver
and other tissues in the setting of acute on chronic liver failure (ACLF), the major complication of AH.
Conditional Gsdmd manipulation offers unique opportunities to shed its novel and surprising roles in the
cASH to AH transition and the complications associated with AH.
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Vinyl chloride impacts mitochondrial function, dynamics
and communication in mice.

Juliane I. BEIER
University of Pittsburgh
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2001 Masters research assistant, Heinrich-Heine-Universitat, Disseldorf, Germany
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2005-2008 Post-doctoral research associate, Dept of Pharmacology and Toxicology, Univ. of Louisville
2009-2009 Senior research associate, Dept of Pharmacology and Toxicology, Univ. of Louisville
2009-2011  NRSA (T32) post-doctoral fellow, Dept of Pharmacology and Toxicology, Univ. of Louisville
2011-2012  Post-doctoral research associate, Dept of Medicine, Univ. of Louisville

2012-2017  Assistant professor, term track, Dept of Pharmacology and Toxicology, Univ. of Louisville
2017-2018 Assistant professor, tenure track, Dept of Pharmacology and Toxicology, Univ. of Louisville
2018-presentAssistant professor, tenure track, Dept of Medicine, Univ. of Pittsburgh

Other Experience and Professional Memberships

2003-2010 GBM - Gesellschaft fur Biochemie und Molekularbiologie, member
2007-presentAASLD — American Association for the Study of Liver Diseases, member
2010-presentISHSR - International Society for Hepatic Sinusoidal Research, member

2012-2018 Center of Predictive Medicine for Biodefense and Emerging Infectious Diseases, member
2013-2015 AASLD Education Committee, appointed member

2013-2018 Departmental events committee, appointed member

2014-2018 Departmental teaching evaluation committee, appointed member

2014-2018 OVSOT - Ohio Valley Society of Toxicology, member

2014-presentSOT — Society of Toxicology, member

2014-presentSOT, Mechanisms specialty section, member

2014-presentSOT, Women in Toxicology, member

2015-presentAbstract review board, American Association for the Study of Liver Diseases (AASLD)
2015-presentAbstract review board, Digestive Disease Week (DDW)

2018-presentPittsburgh Liver Research Center (PLRC), member

2019-presentA-E SOT — Allegheny Erie Society of Toxicology, member

Vinyl chloride (VC), a common environmental pollutant, directly causes liver injury at high exposure levels.
Importantly, we have shown that lower concentrations (i.e., < OSHA limits), which do not overtly damage the
liver, enhance injury caused by high fat diet (HFD), at least in part, via mitochondrial dysfunction and ER stress.
It has been shown that mitochondrial function and ER stress may be interconnected via ER-mitochondria
interactions. These contact sites are sensitive to (patho)physiological conditions and maladaptive changes to in
this interaction have been associated with mitochondrial dysfunction. The purpose of the current study was to
investigate the mechanistic impact of VC on ER-mitochondria interactions. C57BI/6J mice were exposed to VC
below the current OSHA standard (<1 ppm), or room air for 6 hrs/d, 5 d/wk for up to 12 wks. Mice were fed HFD,
or low-fat control diet (LFD). Plasma and liver samples were collected for determination of injury and
mitochondria were isolated for analysis of mitochondrial (dys)function. VC exposure exacerbated liver injury
caused by HFD, reflected in increased transaminases, oxidative stress, and ER stress. VC exposure also
dysregulated energy homeostasis and impaired mitochondrial function — even in the absence of HFD. Evidence
for impaired mitochondrial function included dramatic structural changes to the mitochondria, impaired hepatic
mitochondrial electron transport chain function and a decrease in maximum mitochondrial respiratory capacity,
while fatty acid oxidation and mitochondrial DNA content were unaffected. VC also changed hepatic protein
levels of several mitochondrial associated ER membrane (MAMs) proteins, which are involved in mitochondrial
function, and quality control of ER-mitochondrial crosstalk, such as regulation of ER-mitochondrial calcium flux.
These results suggest a ‘targeted’ attack of mitochondrial function by VC, rather than overall nonspecific
mitotoxicity. Taken together, VC dysregulates mitochondrial function/dynamics, ER stress and their interaction.
These stress responses therefore play a causative role in VC-mediated liver toxicity and sensitization to other
stressors (e.g. HFD). Importantly, these data raise concerns about potential overlap between diet and VC and
emphasize that current safety restrictions may be insufficient to account for other factors that can influence
hepatotoxicity in humans.
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We previously reported that hepatocyte autophagy is suppressed through Rubicon enhancement leading to
exacerbation of hepatocyte death and accumulation of lipid droplets in NAFLD livers. However, changes of
hepatocyte autophagy in alcoholic liver diseases (ALD) remains unclear.

In the preset study, we addressed autophagy in livers of ALD using AML12 cells NIAAA mice model model and
chronic ethanol vapor exposed mice model. We clarified that the administration of ethanol suppresses
autophagy in hepatocytes in a Rubicon-independent manner, which may be involved in pathogenesis of

alcoholic liver injury.
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Liver fibrosis and origin of myofibroblasts
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Liver fibrosis is mainly caused by alcoholic or non-alcoholic steatohepatitis, chronic viral hepatitis, or
autoimmune and biliary diseases. Myofibroblasts, which are absent from the normal liver, are differentiated from
heterogeneous cell populations in response to a liver injury and produce the extracellular matrix. Hepatic stellate
cells are considered the main source of myofibroblasts. The origin of hepatic myofibroblasts remains unresolved.
Recently, it has become increasingly clear that hepatic fibrosis is reversible if its causative agents are
successfully targeted; this has proved to be the most effective treatment for liver fibrosis. However, the
underlying causative agents are treatable only in subsets of patients with liver disease.

We focus the myofibroblasts derived from cells of other mesenchymal origins. Identifying the origin of
myofibroblasts may provide insight into the mechanisms underlying liver fibrosis, and may lead to the
development of more effective therapies. In this talk, we summarize the current knowledge of hepatic

myofibroblasts of different origins.
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The role of gut-liver axis in the development of alcoholic hepatitis
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Kon Kazuyoshi

Department of Gastroenterology, Juntendo University School of Medicine
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2002 (H14) £
2004 (H16) £
2007 (H19) £
2011 (H23) &

IERE XZEFIBEE
IBRERZELEELF/ARZEE ERE
IEXRE XZERFIREFHERR
KE/—RAAASAFREFRILEILIREE
IEREXZEZIELB/ANRZEE BF
IBRERZESLEELFZARZEE BHK
IBRERZELEHECZARZEE £5F

FILaA—)LERFREEESEENKEREEZ T HEICEOTHREL. EELTIEEBULARETIFETFE
BERBTHD, METEEHED 7 ILa—ILEFRBFILEML TS,
REICBVTIEERNEREZBEORRKEES F/38—2 (PAMPs) DRFRMGHFBANDRAL LU RIE
HEDFEIENELD, T4/ —LIEBEBBEETESE LN, T2/ —)LOBEEERETIIFESICEEST . 81
BRELLTEMEIZ/ —LRENEELREZRLTVS, A-5IEBHE KK-Ay YORERAVV-HMRTIZ/—IL
ERNEROEEENEIVHERED Firmicutes DMZERIMICELSEEIEEHLMNILI, KEBRITH
fEICFRA LTz PAMPs (& Toll 5kZ2 B AR (TLR)ZNL T /O I77—C DEMREIZEBE . FFRREICED, FAF-LDR
AT BRIREREYE)I7FOIVOBREICKYERMEZENZEILL T Firmicutes D ELFEAFH D,
Bacteroides MLEAMEML ., TLR4 HXU 2 OREIBWAVE T, BBIERAFL AW L TT ILa—)LIERF R FE AN
SNtz EICKDBRMEEZEDOELIETILa—IILEF R OREITEE S L., T AEMI—TvNIEY 55,
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The impact of alcohol consumption and obesity on the non-viral liver cancer

BE BN
RRKXF HiLsmAH

Tateishi Ryosuke
The University of Tokyo, Department of Gastroenterology
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1995 F RERKFEFIHFE

2005 F RRAFAFREEFRARIE T (EFED)

1995 £ KRR FEFHMEREANEFEE

1996 &£ =HEIB/REARL ST

1998 £ RRKEXRZREZRMER KERE

2002 F RRAZFEFHHERRELENEES

2005 £ =HESREHEBRRHER

2006 £ RRAZEZIMEREELIRAE B

2013 £ RRASZAFRESRHRR NATATTvaFIILER T I ST EMCELERNE)

AEDIANRAF#EERELEVIE B 3 C FEOEETEMD—&E-E>THY., BIEDHTUHFEEED
BEENSHELLFEEHKLEML TS, JEB Ik C BAFEICIK. BAMSUEREHBEEEANEFND,
HEEQORBEEMOERICIE, ERTRLBARBELERLEL-EFEDOEMNHHEZEZLNTNSA, ETILO
— VRS R BINAFLD)DERICH TITFEDDIE. BHED 40%, XD 90%2ETHY . HIF HITBBDZEMN
Bhnd, 2EAETRESNT—RHEMLELISR2) VT EHBLIZESAH, BB T IILO—LERFEZEDOT
A7/ VE R BERAICMAT, BEICHEERELZAHLE-EH. BEDOPEEEHHLO D REEFICITER
BENDLGIEOTVSEOICIZFERLGHEELTT SEANFET HBLHASH A>T, BHESBEITHERT
BEREF TEEL, FICHEMM-HRMICERTSIRAFEEZS. EB I C EFHEDT)RVEDELAAIZIEL,
NAFLD D #IZ5E BT 5FE %<, A IEBE R EMICFHET 5 AT LNBETH S,



SY-5 [P oRUHA])

TILa—IVEZDS BHERE

7 a—)UE B R R DREETR—I AU

Pathophysiology and management of alcoholic pancreatitis
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Tokyo Women'S Medical University
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TRp2E 68 2 ANERBERAREHE

TRk 3E 8AH KEAFIRI—KEREE
ERR6E 7 EHERXFEHAXZBRRRERGF
ERL16F 10 3 REEREFERKEHILBZAR SN
THR17E 38 [EF

TH21E 1A RESE

TR 28 FE 18 FRER#ZE

THRI0E 48 FEHT

IEHERAERIY oY A TRIBEN - mechanistic definition ZE5E % . BB XEERZ MR 2019 £TIL, M
MR BEHCERER, TOMOBKEFEEL, EEAOEF ORI R THENERBRGE
HLHEANICEED, BEOBRHIL REEEFHILERIN, BWEBEBBLLT, BERE T2/ —ILBRE 1R
80g M5 60g LI EA~DERE, RHEEXDBREIEMShTz, 7L a—LiEEHEEXOEREMBEZSORRELLT.
BEREBEE. A — 770 —F 2B TIUDRMEERE. BRTFOLIERREO LR FERHES
BENREDFHRICES T 5, BEMHIEOETII. RELEENED LR LGEDESHEERFICKY, BEEE
B, REABRLGLEICHEET IEEMMBEAEIELSNREIEAETT 5. TORR. BN D DHEEET S, KRR
HEDWEEREENIEMILT B, BIUEEERXOARSEBERE. BGFMENSRH. REDH. IREHOFHEE
ML . mEICR IS LI AEA RO D,
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Pathology of alcoholic liver diseases
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Kanazawa University, Human Pathology
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BBIM604E 4 B SRKPFEFBERH AZ
TR 3£ 38 (AL) EE
TR 3F 48 SRAFPEFZDAER REFER AR
Tt 84 3A (RAL) FE

TR 6 E 11 A KEALIANZFRET—EARIIRFFLUILF— BRAEFHE TEEWESE
TR 8 48 SRIRKZFEFIMERH BF

TRk 9F 6 A SRKFEFHERR HL

ERE19FE 2 8 SRREXREFREZRMRE BHKIR

TR 264 58 SRAFEEREHAREBEZR HiF

FR21E 48 £RXEREFEZERR - REHBRGE) (~FK 29 F)

FRII0E 48 SRREZEERBHARERIREAGIED)

FRH30E 48 SRAPNAEREEEFRIEER

FILA—LBREERICKDARELL T, FHEEOEME - EENSHEIREMEEILERELNIBVRELLH S,
REHBEELTIE. 7ILa— LIS DRRRRAT, FFHRIHEIE, AFEZE, AN ELHFRETHY ERICIYREMNEEL
TROoND, ZILO—)LVEREHFTEMERDE~RNEEOXBEEERLENEON. EXS FaVRFITIHH
WY 5. FRMUEEFIZLL BHAFEZAHDREETHD. 7ILa— LIERFRHEE TIE. NEADEOFIAREE
EOEELZFHRERICRET SHHREREILETRD S, FIIREICLRHELEERDAALN, BEILEREELIC
FHEBENESTHEFBEANLBITT S, 7ILO— /LR £(E, FFERORMEREES SRS, B, 74
IXi2i#, Mallory-Denk (ADHIRICTHE T IToN D, FHICRETI2HEEIIEHIAS sclerosing hyaline necrosis Z 45
FEBILHD. ZRAFEHET BE. PIIRELITIFREROY L/ BR D2, MRS AL EOD DRI AZEEL, /I
EhDEArSDORMERLEF O TUMETEDOTIILO—ILERFEEICV 5, REZIRICH T, E7/La— )Lk
EDFANEROONDLEIFFEALLGL EYMURIEE, BCREMRBEOEANE-EEHOZHIAEETH
o
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Drinking and life—style related disease in relation to fatty liver disease
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Taniai Makiko Hashimoto Etsuko Tokushige Katsukotoshi
Internal Medicine, Institute of Gastroenterology, Tokyo Women's Medical University
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THTES A HAXTFEHNKZEFIREEX

ERTELA RERRFEHMKFEHLFEAFARD

TRL54% 3 A HRXFEHAZXERELFEET - EXELENE
TR 5% 4 A HAXFERKZHILERNEEF

Ep12%E 6 B~F[L 15 & 2 B Mayo Clinic, Rochester &%
FR2F128 RREZFEMKXEHEIRAR HEEH

FR29F48 HRREFEHKXKEHERAR £33

(BEREEMIFMREOBHESEZERETDIEMMEFRRE, BEEICKYTILa— /L (ALD) EFE7/La—)Lik
(NAFLD) [Z53 8EEN 53, ALD EBHSHABEED TR, BELEFEERESH LIz ALD DEYKZWEIU
DHANFON TG, SE., BHERFEREICS TA8EE - IEEELRELOREIC DV THEEIL .,
[HREFEIRNRI, 1989 EALRAEFTHR CTERKFEZHIZZEL-IEIEFERE 1615 6. CO5bH2K
Fr#ffaszE (HCC) &6t L= (% 318 i, MEIZHEDEEER (ZIEEEET 1.5 FITHRE) -BREEIZ, LTI
SFEUREL: DECERA; ROE( AFEYERETY/—ILIRE 20g KiiH) 984 i, V=8 (20-<40g) 93 fl, &
E 2B (40-<70g)87 . HE B (70g LA E)451 Bld 4 BEELE 2REFEEE R BMI 18 RimEE 64 5, 18-<23 B 463
il 23-<25 & 331 f5ll, 25-<35 B 653 {4, 35 LI L3 104 5D 5 BELLE:, IEF RE%EEEL1=%1E Logistic @IF%E
FALY, p<0.05 ZHEZEHYELT=,

(BRIVGEZR; DM ER (PRE) OB/ VER/ LS8/ EER;51/49/53/56 i%. B 1% 55/67/78/84 %,
BMI 26.8/26.5/22.5/22.4 m/kg2. &HEIL 2 B HEFR % (DM)51/53/31/33 %, lEE E & fE (DL)67/68/32/25 %, B 1L
FE(HTN)42/49/28/25% ., HRE(EEMFTT)F> 177/215/367/674 1&/dl, T 7R MERZERFE (MCV)94/97/106/113fL
T.ESEMITHENBEOLE, D2 F  MCV AEML., BE 2 HOLKR T, VERLTEEHOMTEZIER
[CEZRO-. DIEFBERN . EHECTER -HICEIXE SOEFEL, BMI BMICHLY DL 26/33/52/61/69% -
HTN16/27/35/39/50% N &L . % 8XGE 59/46/27/15/9%AME T L1z, #)EHF HCC A HHEI D AE (BMI25 LI L) &
B GEFEHEICEELL 12 (~1999 £ 141 fldh 39%, 2000 FF~178 it 67%) ,

(#EMmIEMMERFRETE, EEKEREIEEEERITHEVEIL FRENELTSHERZE 40g/BT.ALD &
NAFLD D7 H R RTREEAHHEFEL T, 7T F & MCV Al Eh =,
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The advantage of biochemical markers for diagnosis in alcoholic liver disease
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Iwasa Motoh ~ Shigefuku Ryota Eguchi Akiko Takei Yoshiyuki
Mie University Graduate School of Medicine Department of Gastroenterology and Hepatology
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TR 4% 38 B BT
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TR 4E 8 R EATERBER AR

ER16E 28 Z=ZEXRZEZIMERERE HIES-FFEAR BF
TH20F 118 B HEED

TERE2E 68 R EHE

FER21E 1B ZEXEXFER GHERARZE A£H%E
FERII0E 48 ZEXRZEZIMERRE EIER-FEAR KRS

BR: 7L O—ILERKEE (REELEV)EXRREL. BT —H—LL TOMBEREERIEBIS O RTTYY (UTF.
COT) DERAMERLMNCTHIEEBAMEL, Ak RRIEITILO—ILEZEREERS NESSVARICLSTIL
O—LETEDL LI ENEEZ BMEL-HERR) D BEDMBEZAL=. BEL. 61 HI(F% 46 fl, &% 15 H) . Fib
56.1%x124 . RI—BEBZELCME 113 BEAEZHRELZ RBEFBERANSOBZ THRONFEENS 1
BA-YDMIE/—)LERE Et g/day ZEHLT-, & : BED:%CDT EBRGEE (r=0.31, p=0.005) , TBIl (r=0.37,
p<0.0001) , AST (r=0.49. p<0.0001) . ALT (r=0.32, p=0.0005) . GGT (r=0.51, p<0.0001) . MCV (r=0.32. p=0.0008) &4H
L. — A THm/NRE (r=-0.09. p=0.3327) LD B IXERDHLEM T, BIED: SREERITIL, Et <60g/day &
260g/day M 2 BEITHI+5HE. %CDT;2.24, 3.12(p=0.037) . TBil (mg/dL) ;0.72. 0.95(p=0.018) , AST (U/L) ; 38. 68
(p=0.018) . ALT;31, 46 (p=0.017) . GGT (U/L) ; 126. 289 (p=0.0007) . MCV (fl) ; 95, 97 (p=0.059) . Plt( x 104/ (L) ;22.
21(p=0.170) &, EEMN Z LM EUCDT ° TBil, GGT. MV RATIF—HENKYFIETH o1, HIER: A—AMT
2 RAV ML EDUCDT AIE A BHDIESIE 34 FIT. EDILBMELGEFTEEDDLLEERAETH o1 6 HIDUCDT &
RO FHEIL 23%F D LF=-DIZH L. BGEEMNBESN ML= 6 HID%CDT 1L RO FH{E(FH 10%EMLT-,
—ATR—DEBEEZHIFL TS 5 BIO%CDT ZEILEDFHEIEH 4% TH>1z. ULDOEREI S, B—EEXNT
(&, BESOEFEE%COT DEALEMSHATELAREMEA RSN, #557:%CDT (FECEE AL R —EEN
[CEITREBEEDHRICAETHS=H. GGT L MCV [CMZ. ZILO—/ILEFEEOZHO—BELYBREER
Y (i
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Physiological function of nuclear lipid droplets in hepatocytes

A 2t
IEREKRE ZAMKERE BRARE 21—

Fujimoto Toyoshi
Juntendo University Research Institute For Diseases of Old Age

[RRFE)
BBF1 53 £ WEMKEEPIRFE

BT BHBERTCER7E BEXZESZHLR. TR 11 FAHEXZEZZMER&IZ
ERK 31 FE 4 ALYIBREXRZEEAER HEHE

FEREIERUVCE. BRGIEEEEZ5-ODHAKRERBE SN TV A EEOREIEIEHEN B LEERRICEESLL
BRAGHBEEB DA NARTTHAILEHLMNIC LIz, L ITFMEOKRNIZESNDIEREA. URIVN\IEELTHWSN
BREFEFHEERIICHET HTEERH LT (Softysik et al, Nat Commun, 2019), Z 0 iBFE TIE/INEIR R D A5 BAZER A\ X IEFE D
HNEEIZFATL. AIRIROBEESEESTHREICASEVWSBENDRENEIS, COKIITL THREEN L AIERAEICEARR
J7FUNAYU(PC = HELEMIO T ELHIEE) SRORREEDERTHS CCTanIIL—rSh, FiLShd, i
AL AT T, [YRZD RO E 53 iR — Ak BRI BRI BRI A BT B > N i IE N —CCT o fE L —>PC & RUEN
—/INEABTEE /AR R BRI EWNS T4 —F Ay IRBHIMEBI T 2 &N D M of=, COBBOBEE IR ZLEIZD
BNBEEZLND,

Lipid droplets (LDs) had been regarded as inert deposits to store excessive lipids, but they are now thought as a cytoplasmic
organelle with unique physiological functions. Hepatocytes and hepatocyte-derived cell lines have a significant number of
LDs in the nucleus as well as in the cytoplasm. We found that hepatocellular nuclear LDs derive from a VLDL precursor, or
the apolipoprotein B-100-free LD (ApoB-free LD) in the ER lumen. When cells are under ER stress, VLDL secretion is
suppressed by intracellular degradation of ApoB, and ApoB-free LDs accumulate in the lumen of the ER, the nuclear cistern,
and the type | nucleoplasmic reticulum (i.e., intranuclear extension of the nuclear cistern). Enlarged ApoB-free LDs
eventually enter the nucleoplasm through defects in the membrane of the type | nucleoplasmic reticulum and become LDs
in the nucleoplasm. CCTalpha, a major isoform of the rate-limiting enzyme in the phosphatidylcholine (PC) synthetic
Kennedy pathway, is recruited to the nucleoplasmic LD, activated, and facilitates PC synthesis. Perilpin-3 competes with
CCTalpha for binding to the nucleoplasmic LD, thus suppressing activation of PC synthesis. The result indicates that the

nuclear LD constitutes a feed-back mechanism to regulate PC synthesis in response to the ER stress.
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Hypercholesterolemia promotes NASH and NASH-related HCC
=F - FA E# BA FX UK BE
ABERKE HiEERE

Miura Kouichi  Morimoto Naoki Isoda Norio  Yamamoto Hironori
Jichi Medical University

[RRFE)
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19945 6 A ANAEREREE NEER 2009 £ 12 A FREAXZEZIHERLR

1998 £ 4 B ETXLPEIREE NEERD FRERHRt 29— BTEEm
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(B#) BaLRFO—/)LIfE(E NASH IZEHEEICAHT HM.NASH B LUFEICSZ 3L EFRBEL AN S, FITHAIE
NASH FFEY I RETILERAWLT, ALRATA—ILH NASH B UFREICEZ S EICDWNTHRET LTz, (%) 8 BE O MR
HHRE4FER PTEN KO ¥ X (PTEN KO)ICEREA R0 E)EHREL. §aLATA—ILMEZFEL-, F-RAFICILATA—
IR ER T EFITERELI-, $ER) PTEN KO RORICEEHEZRETHEE5ILATO—ILIMENHIEL,. BEEH
ELHEEL. BRFORECRMENELIz, 48 BHTOFESIL. #. RESLLITHEML. AEEMICHEOEIE L EML
e BEWEECTRIEFITRSICIYERFORECRELCHLERL. FESHIF SN, SEFEAFTICKYME
VEGF (X100 . BTERE AN O ME N R MBI EINL-, TEFITHREIZELY VEGF (XETL., MERNKMBEIILERIL,
FFRTO VEGF DX ELEMMIE Kupffer Ml ThoTz, (&) SILATA—LIEIETIRETILIZELT NASH B&U
HE2{EET %, TEFITICLEEaLATO—/LMEDN ZIE X NASH BLUFREEIH T 5,

(Background) Hypercholesterolemia is frequently observed in patients with nonalcoholic steatohepatitis (NASH). Cholesterol
is closely associated with vascular endothelial growth factor (VEGF), a key factor that promotes HCC. Recent reports have
demonstrated that statins could prevent HCC development. In contrast, we have little information on ezetimibe, an inhibitor
of cholesterol absorption, in the prevention for NASH-related liver cirrhosis and HCC. (Material and Methods) In the present
study, we used a steatohepatitis-related HCC model, hepatocyte-specific phosphatase and tensin homolog (Pten)-deficient
(PtenAhep) mice. The male mice at the age of 8 weeks were fed a high-fat (HF) diet with/without ezetimibe for 40 weeks.
(Results) In the standard diet group, PtenAhep mice at 48 weeks of age showed steatohepatitis as well as multiple tumors
in the liver. A HF diet feeding further deteriorated the severity of steatohepatitis and liver tumors. Serum cholesterol levels
was mild elevation in standard diet group but markedly elevated in the HF diet group. Ezetimibe reduced serum cholesterol
levels and the development of liver tumors in HF diet group but not standard diet group, in which serum cholesterol levels
were not decreased. The HF diet feeding increased serum levels of VEGF, a crucial component of angiogenesis as well as
the number of VEGF-positive cells and vascular endothelial cells in the liver of PtenAhep mice. Tumor cells were highly
proliferative in HF diet group. Ezetimibe decreased serum VEGF levels and proliferation of tumors cells. In the liver, Kupffer
cells increased expression of VEGF in response to fat overloading both in vivo and in vitro experiments. Ezetimibe treatment
decreased the expression of VEGF in the Kupffer cells in vivo experiments.

(Conclusion)

Hypercholesterolemia promotes NASH-related HCC in mice. Ezetimibe suppressed development of liver tumors by inhibiting
angiogenesis in PtenAhep mice with hypercholesterolemia.
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BEZEEICETIFRMHIEE/N~PEETEDRE:
shear wave elastography ZHU =& 5

An Association between Mild—to—moderate Drinking and Hepatic Fibrosis Evaluated by Shear Wave
Elastography in Health Check—up Examinees
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Division of Gastroenterology, Department of Medicine, Kurume University School of Medicine' Medical Examination Section, Medical
Examination Part Facilities, Public Utility Foundation Saga Prefectural Health Promotion Foundation? Division of Metabolism and
Endocrinology, Faculty of Medicine, Saga University® Liver Center, Saga University Hospital*

[B&FE]
1995 3 8 ABKKEEFHESE 200244 A ABRRZEFHMARFE_EBE BK
1999 £ 3 B ABRARERFREZMRRELFERAME 2007 4 A ABRKRZEZIAEZEE HILBRNEESM #E
20005 4 §  KETFHRAKEYIRIIREY ABRKPEIEABE L 2— R
ATAHINEE— EEEHE)Y—FTIO0— 201745 4 A ABRKFE BKRREBRIZIERE(ARO) EIHER
BEICED

[EMFEEIEOERIIFHREOREREFTHD. LEWEILIFHRMELOERICEALID, M~ hEEHENIFEHLICEKIEZF
EEIITHTHD. AAROENIE, M~ P EEHEIIHREEICEREZTHZEERTTIILETHD.
[FERVEZICCHENETRREEZZIT-ET, BHFLUNDOEEZRENHT, BN MT2/—ILRE 60g/BRED 1,155 AExt
KELT- (FlPRIE 53 %, X/5F 685/470). BUERIIIFE-D & (20g/ AKE) - PEFE (20-59¢/0) D 3 #FICHFEL-. FEE
[& shear wave elastography (SWE; LOGIQ S8, GE Healthcare Japan) [IZ&YEE@IL, FIB-4 index > 1.3 A D AFEEE>8.07 kPa % advanced
fibrosis EFEZELT=. Advanced fibrosis IZBH A K FE L EEMTEREARBITICTHRIIL-.
[#£5 JAdvanced fibrosis [EEXRED 10.4%ZFEH SN T-. Advance fibrosis & Normal-Mild fibrosis BEEICEWNTEEEICEEELXR
HEMoT=(P=0.7221). BELEEMFTDOFER, 75 B LLE (OR 2.1; 95%Cl 1.02-4.42; P=0.042) & AR ) v EIREE S f (OR 2.5; 95%CI 1.42-
4.46; P=0.002) A\ advanced fibrosis DRI BEIREFEL TRIESNT=. REKRBHTIXTEE /T AZRY Y fEIEEE L/ TEGE 1A advanced
fibrosis IZB4 A8 1/2/3RBERFELTRIESNT=. 65 HMUL - AFRVVIEEHEHIOET, IN~pEEPEZ LTS
advanced fibrosis DHEE L 73.3%TH >z — A, R LDFE1 - 2P ERFDETIIEEEZE 11ZF 115 advanced fibrosis DIEE 1F 25.0%T
H-oi-.
[#ER]EXRBICEITABMTTIE, D~FEEREILER LRI DI BEREFTIEAEN 2. LHL, 65 UL LETAZRYYY
JEIREE AT 2B TIE, N~PESRENTRHIEOERICEE S, FFRMEICEZEOLVGESX, EHORBEBEDEHIC
KYERBDEREE ARSI .

Background and Aims Excess alcohol intake is associated with the progression of hepatic fibrosis. However, an impact of mild-
to-moderate drinking on hepatic fibrosis remains unclear. The aim of this study is to investigate effects of mild-to-moderate drinking
on hepatic fibrosis in general population.

Subjects and Methods We enrolled 1,155 health check-up examinees with <60g of daily alcohol intake. Alcohol consumption was
classified using the following categories: 1) none, 2) mild (<20 g/day), and 3) moderate (20-59 g/day). Advanced fibrosis was
defined by FIB-4 index 21.3 and liver stiffness 28.07 kPa using shear wave elastography (LOGIQ S8, GE Healthcare Japan).
Factors associated with advanced fibrosis were analyzed by multivariate analysis and decision-tree analyses.

Results Advanced fibrosis was seen in 10.4% of subjects (120/1,155). There was no significant difference in the amount of drinking
between the Advance fibrosis and Normal-Mild fibrosis groups (P=0.7221). In multivariate analysis, independent factors for
advanced fibrosis were age (275 years) (OR 2.12; 95%CI 1.021-4.415; P=0.0419) and presence of metabolic syndrome (OR 2.51;
95%CI 1.416—4.462; P=0.0017). The decision-tree analysis revealed that the prevalence of advanced fibrosis was 73.3% in subjects
aged =65 years with metabolic syndrome and mild-moderate drinking. While, the prevalence of 25.0% in subjects aged 265 years
with metabolic syndrome and no drinking.

Conclusion In the whole analysis, mild-to-moderate drinking was not an independent factor associated with hepatic fibrosis.
However, mild-to-moderate drinking was associated with hepatic fibrosis in subjects with >65 years and metabolic syndrome. Thus,
a harmless amount of drinking may differ with aging and metabolic disorders.
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Clinical course and long—term impact of SGLT2 inhibitor for histological proven NAFLD in Japan
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Akuta Norio
Toranomon Hospital, Department of Hepatology
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Clinical course and long-term impact of SGLT2 inhibitor (SGLT2i) for histological proven NAFLD were still unclear in Japan.
441 Japanese patients of histological proven NAFLD were investigated. The rate of liver-related events per 1,000 person
years was 4.17 (HCC, 3.67). The rate of cardiovascular events and T2DM was 5.73 and 9.95, respectively. HCC was the
most common liver-related event, and T2DM indicated the highest incidence. Multivariate analyses identified cirrhosis and
elderly age as significant determinants of HCC development. 10 patients with NAFLD complicated by T2DM were treated
with SGLT2i, and liver biopsies were evaluated before the start of treatment and at 24 weeks, prospectively. The primary
outcome was liver histological changes (defined as decrease in NAS of one point or more without worsening in fibrosis stage,
compared to the pretreatment). All of 10 patients achieved histological improvement. Furthermore, in 3 of 10 patients, the
third liver biopsy was investigated at 3 years or more, retrospectively. All 3 patients showed serial increase in body mass
index and waist circumference. One of the 3 patients showed histological worsening in the third liver biopsy compared to
the pretreatment, but the improvement was maintained in the other 2 patients. Long-term histological impact of SGLT2i for
NASH showed various findings, regardless of worsening of physical examination.
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Molecular mechanism of psychological dependence on ethanol and abused drugs
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Patient care for alcoholic liver diseases based on the nutritional assessment
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Alcoholic pancreatitis —revent findings and management of drinking habits—

ER Z
RIKRERFREZRAEN HILBIREFDEH

Masamune Atsushi
Division of Gastroenterology, Tohoku University Graduate School of Medicine

(B&EE]

F 2538 RIALRFEPIREE

EHK2%5A8 BERELEONELRERRE ER

ER 4548 RIEKRFRZREZRARBALE

FER5F4 A8 TAHERE TV REREAYFHREEF
F8E3 A RIAEREXRZREZRAREHET

FER8F 4 A AEAWEEHRDZHET NEEM

TR 11454A RILRFEZHHBREEINE BF

T 134€£8 A RIARZEXRZFHLRREFSH BF

Fri15%4 A AL RZFMERBTHL SR AT BENE
FR2F11A  RIEXKFRERHECHFREEDE EHR

FR29F 108 RIEXPREFGHRHEFARRER

Tk 30 &6 A RIEKRPFRZREZRARIECLRREELET SR
T3 &E4 A R RFREHLHFEARRE S—R

T 31 &E4A RIAREFXRZREZRARH  EFNARRREFHHE

FILA—IEOAEICE THMER BEEXOVTNICEVWTEREDEETHAN . BRERETHDEX
BERO—EICLABELG, COT=0 ., BRRMICEXDNRET HITETILA—ILDERDAELT  BIEGE D
DERERFOEGHERNESTEEEAONS 7T/ LTAREIGEICKY . BEEHLBREGTFLEEDSENT
IWA— LR EBET DO ENHLNERY  BEKBRO—MULNERERELLEVHEVSREDOHBEIC—T
DEZADBLONEIELTNVD, — A, BAERBFRICK ISR REERZITEE 2019 TIE, HiRT 2 RSERE
DEEN1 BEFYMIL/—)LHE 80g "5 60g ICEEEIN., 7L A—ILERFBEELRAEAERA ST,
FILaA—)LEEXOBRC, RHREEEXOETICECERGEAREET SCLLHLMNILY, BERXBEICETLER
BEEIROAVNOEERNBREINA TS,



8 39 M7 IIa—ILVEFEMERRESFEMES
( # & )

Topic Forum 2
Non intensive assessment of

Alcoholic/Nonalcoholic steatohepatitis






TF2-1 [Topic Forum 2] Sponsored by Siemens Healthcare Diagnostics K.K]

Non intensive assessment of Alcoholic/Nonalcoholic steatohepatitis

CDT:From basic concept to Clinical Application

Christian Mirwaldt
Siemens Healthcare Diagnostics Products GmbH

The presentation about Carbohydrate Deficient Transferrin explains some structural differences of the variants of this
protein.

CDT, being related to chronic alcohol consumption, can be used as an objective marker to detect this as alcoholism
has severe health and social consequences.

Worldwide there are several reasons for testing CDT as clinical signs for heavy drinking are not reliable, and self—
reports generally underestimate consumption.

There are only very few conditions for falsely elevated CDT values, a clear advantage over other widely used markers.
There exist several methods for the quantification of CDT, where the Siemens assay is the only direct immunoassay,
where samples can be checked as they come in (“random access”). Depending on the question, the cutoff should be
adapted. A formula was established enabling a better comparison of the N Latex CDT assay to the IFCC

standardization.
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Imaging approaches for evaluation of steatohepatitis
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A liver biopsy is recommended as the gold standard method for staging liver fibrosis and grading activity in patients
with steatohepatitis. However, this procedure is associated with a risk of complications and is costly and time—
consuming for both providers and patients. Therefore, alternatives to liver biopsy have been investigated, such as
imaging technique. The practical use of elastography is an epoch—making event for the staging of fibrosis in patients
with steatohepatitis. At present, several US—based elastography have been developed worldwide, most of which are
covered by national health insurance in Japan for the detection of liver fibrosis. MR elastography has proven to be an
accurate, reproducible, and reliable non—invasive technique for the detection and staging of liver fibrosis. In addition,
US—guided attenuation parameter and MRI-based proton density fat fraction (PDFF) can predict the grade of steatosis.
More recently, multiparametric MRI is used for evaluation of steatohepatitis activity. Thus, the severity of

steatohepatitis can be predictive noninvasively by using these imaging approaches.
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Liquid Biopsy for Circulating Tumor Cells in Patients with Hepatocellular Carcinoma
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Yasunari Nakamoto and Kazuto Takahashi

(Second Department of Internal Medicine, University of Fukui, Fukui, Japan)

Purpose: The aim of this study was to evaluate the clinical significance of circulating tumor cells (CTCs) in patients
with chronic liver disease (CLD) and hepatocellular carcinoma (HCC) using a microcavity array (MCA), which was a
novel isolation system for CTCs.

Experimental Design: Peripheral blood samples (3 mL) were processed using the MCA system from healthy donors,
patients with liver cirrhosis and HCC. We investigated mRNA expression of liver—specific genes in isolated CTCs using
gPCR.

Results: In samples from HCC patients, positivity rate was 90.3% and the mean number of detected CTCs was
47.6%114.1 (mean==SD). The number of CTCs was significantly higher in patients with metastatic HCC (102.2+ 160.6)
than in those with localized HCC (8.2%7.7) (P<0.05). Expression of AFP, glypican—3, EpCAM and albumin genes was
detected in isolated CTCs. The cumulative survival of patients with 210 CTCs or ALB—positive patients in mRNA
expression of CTCs was significantly reduced (P=0.025, P=0.037, respectively).

Conclusion: The MCA system may provide a predictive tool for prognhosis in HCC patients and a new strategy to

analyze mRNA expression of CTCs for precision medicine.
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Extracellular vesicles as a Novel Target for Diagnostics and Treatment
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Chronic ethanol consumption results in lipid accumulation in hepatocytes (HC) and their organelle stress leading to
liver inflammation and fibrosis in the progression of alcoholic liver diseases (ALD). The crosstalk between HC and non—
parenchymal cells including hepatic macrophages (HM) and hepatic stellate cells (HSC) is crucial to this process.
However, the molecular mechanisms and signaling pathways involved in the crosstalk between lipid overloaded HC and
non—parenchymal cells, remain poorly understood. Extracellular vesicles (EVs) are released during cell stress or demise,
can contain a barcode of the cell of origin including specific microRNAs, as well as proteins and mitochondrial DNAs,
and are growingly recognized as key cell-to—cell communicators. Here we show the evidence that damaged
hepatocytes release EVs (HC—EVs) with specific microRNAs, proteins, and mitochondrial DNAs signature that can
fuse with HSC or HM to regulate their phenotype. HC-EVs also circulate in the blood, suggesting that HC-EV

composition can be used for non—invasive biomarkers.
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Development of the therapy for liver cirrhosis based on the pathophysiological analyses of chronic liver
damage
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Hepatocellular carcinoma as an end—stage of viral or alcoholic liver injury
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Role of hepatocyte death—induced macrophage activation in the pathophysiology of NASH
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B7UR—CRITEET B,
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R R 3 & BB BR AR AN D A 1= 5 AT AHES

Gut-liver axis analyzed from the interaction between microbiota and bile acids
Nk 8=
REBRF I ER KZHIEBFRATE

Naito Yuji
Gastroenterology and Hepatology, Kyoto Prefectural University of Medicine

AT HEBERENICEVTHENEERELTORBMATIIIBO TCEETHD. FETER - EESNIETE (BA) I
BRMEICEYURRZICREEN, #I(C BA FEENICHERICEE TS, E7ILI—ILERHEFEEETILTSH
2EEME (HFD)ARYIRAEAWNT, BIFREICRIET BA Bo5UICHENMEE. if- BT EEFRERTE
o #ER. ARHLIHMBEFI-DBALTLY, 6 Bl C57BL/6 HEMETVRELERE (C B) . HFD B (H ).
EGCG &0 HFD E(E #) D 3 FHIZH(TEBEL -, 8 B, MKELFHIRE. AR HE XE. EHERNEYD
16S rRNA & —4r o M (V3-VA) [CKHHE £ AZ4T . MiEF+ BA O LC-MS/MS fi## . KiZLFBERFRE<
AOT LA BfEEELIz. HEICE - TEML-FRES. BIEEES LU EEHEAEF EHTHEICH
flant=. BERMER BZHIEIX 3 HETAREICELY. H BITELVTLER LT Firmicutes/Bacteroidetes Eb(d E
BICBWTHEITETUL Iz, BLANILTIE E BI1E H B#LELEL T, Adlercreutzia J&. Akkermansia J&. Allobaculum
BOEECHEML, H B THEIMLT: Desulfovibrionaceae 1 E (E E BEICHEWLWTHEICHIGISNT=, HBETREADLIHE
A D— R BA(CA, FMCA) (X E B THEIZEML., FXR OEFIEANRESNTNSESV Y IEEE BA (X H B
THEMLIEAE BTHEICHGISNT-. BA LIHERNHEEELOE— NIy THEBHTIE. BA REHEBICE
Akkermansia B & . —7 T BA X B &% [ Desulfovibrionaceae M i#<HEBIL 1=, H B£IZHLEIL T retinoid X receptor
(RXR) %)L A farnesoid X receptor (FXR) 7 FILHY E BEIZE W TEMIEL TV E B TO— R BA DIEM, &
U &R BA DEA L. IEAFINGEERZHRBET I RMEANXLTHALRESh, MFFV) U AEE BA
BEEIFEREROLNANAMAFI—I—THEIEEZ T,
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RR DAA B DFBRE —a<THLULMEAHERHRE

Bile acid research in post —DAA era

mjil sk
RBRFEFHABMZRAILHZAE
Kagawa Tatehiro

Division of Gastroenterology and Hepatology, Department of Internal Medicine,
Tokai University School of Medicine.

C EFRVAMIRICHEMNLGRORIAILRE(DAA) DEFIZEY., (FEAED C BIEMHIFX. FEEEFIZHL
TOMIWREBRNBOENS KT o1z, £, DAA BEICKUFFNAVRIDE T T HIENZLDERRIFZ CTHERR
INTLVS,

DAA DERELEIZ, 2017 FEMNST AAFEFRIZH TS C BIFXEEDFEEINFEIL. EREZADEIEMN
Rond, %IRRT EREEDEEMNEML TS, TOEREL T, BABBH O T1—F /w0 FHENEHELH
[ChEot=CE BN T TN FELTRERE. BRBICEEETHIL BABRNAGREEEEEERT
BEITEY ., BELHERCEELRFELTRBINBOI-CL. BENETFLND,

EHEEDL T 2—EL T, #%RLETH—FXR, GPCR T#H5 TGREMNFERINT=, I5IT FGF19 LU\ IZE LI
DEELEBIEINF. KEFJ/BET IRABINS O AR—A—DHFEELFESHZSh ., HhNDDFEIZMELT
BEMADEINAICTONATNS, REGDHEEBIERFRMEETHEE X (PBC) ., [RFEMELMEEE X (PSC) &
EERRETBEASOMIEDHLEST , IGIIFF L (NASH) , FBEELEZRKI(ICHI=->2THY.,. FO—EILT TIC
AERELLTERBINTVD, A IS —TRRETHOATVWIERERRAREZE D, BABRAROMBERENT S,
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Oxytocin receptor BiEFZE L7 )L a— IUIKTEIEE DR ERFZ

Association between oxytocin receptor gene polymorphisms and alcohol dependence

=X HET
BRAMRKERZRREREZHRNRERBEZEREBREZSH
Miyamoto Makiko

Laboratory of Physiology (Project of Neurophysiology), Course of Environmental Health Science, Graduate School of Environmental
Health, Azabu University

[(BERIAPRCTE. ZLI—ILEKEEBROZERDO—DTHLIRAREM R TLADFEHNEHNS oxytocin
receptor gene (OXTR) _LIZTEFET 5 rs53576 H KU rs2254298 ;EEFZHIZE B L. 7ILa—ILIRTFEMSEOE
AEADEEITOVNTREZET o1z, [FERIMRIE. DSM-IV OBEEEICEWNTT ILa—ILIKEELZESh Tz
TILA—IVRTFIESRE 64 A, TILA—LKREFEOBEDLEMEREE 75 ALl ERENSREEF-LTHROET
of=, B R ELD OXTR SR DEIEF L, PCR-RFLP SHIZKYREL =, KRIEFAKREENT/ LEIE
FRTARICET IREEERERPIUVRRNEZ R ERARMOMARMGEEEZESORBE/ LD, [#
RIBITOFER. rs53576 BEICETSH G FLIEEATIILI—ILKFEEEFHICEVTE ARLGEENROHL
Ntz EHIT. P aA—)URTFEREHEBEEFOM T rs53576 HEKU rs2254298 LR MBS A-G /N\TALAT
HENBEFHICSVTEL EEERANRHLNT, [FERILLEAS, OXTR FRDTLILELIUNTARATNT
A=)V FIESEEDBEAZICEEEEZ D ATREEA RSN,
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75934 & ADHIB/ALDH? BizFE DA EHEIZLS
T ILaA—URTFFED) XV 5E(h

Combinations of alcohol-induced flushing with genetic polymorphisms of alcohol and aldehyde
dehydrogenases and a risk of alcohol dependence in Japanese men and women

I
EimREEARRERtE 52—

Yokoyama Akira
National Hospital Organization Kurihama Medical and Addiction Center

B LEFETOEND IV VY RiEE ADHIB/ALDH2 BIRFREDMA EHL B KD T ILI—)UIRTFAE (7 iE)
DIVARVERAT Do Ak B 3721 IO TIEL 610 HIDREZZ2E . L 1E(3 335 HIDTIEL 406 FlDEZ 22
#(40779 BTHY. BRANDEFIMBHEEIT o=, 7TV T F . E—LavT 1 FORBETENRAGLHE
DEEE BRALHELIROD 172 EMICOTER BRIy U ERME) L, BETFEIERMM DNA HSH¥
TELT=, $58 :never or former flushing, LMK EID ADH1B*1 allele, JEMEE! ALDH2+1/%1 genotype MEB & ELTIE
BTIYEHETH =, BHETIZTTRTD ADHIB/ALDH2 sEEFE DMEHAHEIZBT, K TIIATAOKRIE
£ ALDH2x1/%2 R FIZHUVT, never or former flushing A EBEICLLRBEEICEHETH 1=, BEFOHEAE
HHE TIL ADH1B*1 allele & ALDH2*1 allele DM ZLMEETIED' R (EE L ADH1B*1/¥1+ALDH2%1/%1 DAY
ALb (95%CI) (& ADH1B*2/%2+ALDH2*1/%2 [CLE N B1ET 46.7 (24.8-88.2), XM T 31.8 (13.7-77.8)Em A TH 1=,
EDEBEFEOEAEHEIZH VT, never or former flushing ZfA &4 S &, current flushing ZHAEHE
B A &YA Y XLEIZZELLERL. current flushing+ADH1B*2/%2+ALDH2%1/%2 Z X #£(Z never or former flushing
+ADH1B*1/*1+ALDH2*1/%1 MDAy X LbIX BT 230 (110-480), X 1T 345 (42.8-999) A ThHh o 1=, i :
572V BREKIED never or former flushing [$&€ M ADH1B/ALDH2 B FE DA EHEICELTEMIIL
=7 REDBNGEREF THoT=. IV VT EBIETFUEOHAEHOEICEI S TR RELTRED LY ML) XV
{fA I BETH > T=,
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SRR R [CE DUV -FT-7 F &M NASH B FiEDE»

Fatty acid-based acoustic impedance imaging for diagnosis of NASH

AL KCE B F—H
IERE XFEFARHIEIRAR

Maruyama Hitoshi  Shiina Shuichiro
Department of Gastroenterology, Juntendo University School of Medicine

(B89)3E7 La— )L EBERARF R INASH)TIZ. EEEHICH LV TH R ML BERE 2T 5. S 0. Tk
(Z& 1T B REREEFAERICE DUV, #FiT- B E ¥ H NASH BWEZIRELT-,

(HE1< DR 12 BfRE@2bA—)L[Cl4, STAM ¥ R[BERART SS4. NASHADE F iR {AZ G T=ER R 5] 8 51(C2 1.
SS3 5. NASH3 #)EXM R ELT=, FFHEEICHE LT, FA A MLGSUVICERIRBET REBMES AT LERAWN-T
UMV E—F VR, Inp)E{Tot=, Ff= FA B{K(35 ) THO ST EHFELEAIL. FFEHBD FA M- AT R
PEEBRREOBELT R L=,

(Hi#E]

1.FA DEEEHME: 2 35 D FA (28115 Inp hR{E(E 0.7(0.49-0.72) TH>Tz. Inp < 0.7 D 17 F&D FAs HME Inp
. Inp > 0.7 THo1= 135D FAs hiE Inp BLLTH ST,

2.X )R TOES :Inp [&. C (1.71 £ 0.61), SS (1.69 = 0.38), NASH (1.63 £ 0.29)&READERIZHE>TIETL(C vs.
SS, p = 0.55; C vs. NASH, p = 0.04; SS vs. NASH; p = 0.1), FFHEBIHP D FA BRGSO U TN EERFELBELTLY
T=

SEGERBITORRET :Inp (XD RERHRIZ, C (1.825 £ 0.21), SS (1.786 = 0.005), NASH (1.757 £ 0.015)EFHAD #
BRIZH#ESTIETL(C vs. SS, p = 0.02; C vs. NASH, p = 0.003; SS vs. NASH; p = 0.05), FF#Rfith o FA #RZSTICE
DEEFHLEEL TV,

[(#5:/11E Inp £ NAFLD 23R CGRIET HEEE M THY . NASH [CEVTEOIER (EHEHCEZE Thol=. AFTRILAT
HBIHT5 FAAREERICL TSI EATREEN, #iT-4 NASH BEUE~DISAICEIFEIN D,
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Sulforaphane (SFN) [Z&k A7 )La— /LR #EEHIFIh R D #ES

Sulforaphane ameliorates ethanol mediated liver fibrosis in mice
AH XE A 2t LH EX B RRE ORB E FE CE

REBRIEMKE RARZEE I BE

Ishida Koji  Kaji Kosuke Sato Shinya Murata Koji Namisaki Tadashi Yoshiji Hitoshi
Nara Medical University 3Rd Department of Internal Medicine

(Ef]BRIEEY SFN (&, Nrf2 FHEEFIEL TSN TS, §E., SFN O 7 )La— )LEFRMEIIFISR. B

ZTOWFEERMITREILT .

(177 IILTERTRIBLI-AF 2 MK LX-2 [Z SFN Z35mL . A, i {b<~—h—(a-SMA, collagental,
TGF BIBIE & 4T o1z RIZ in vivo DHEEFEL T, 10 BiblEME C57BL/6 ZDIEMEL O— LB @miR1E R 3R(CCI4)

1% 58 . QCCL4+EtOH E£(ELOH liquid diet+CCl4), @SFN E(EtOH liquid diet+CCI4+SFN) M 4 B£IZ4 1+, 8 B IZHF

HBZERILT=, FFA8T orSMA 28 Sirius Red B Z1Tot=, EHIT, FFHEBICH T HBFERMILT—D—DF

. HO-1,NQO1, GST G EDIMBILANLAY—A—DFEBE. IL1 A INFa IR EDRIET—N—DFE., TBARS

assay 1Z&% malondialdehyde(MDA)BIE#1To1=,

[(#ER]In vitro DIRFHITEWNT, FEMZILTEFRERICEKY EF LT LX-2 OBERELURHEILT—D—DREALA

JLIE SEN BMIZ&KY B EITIE T LTz, In vivo DIREHZHLVT, CCU+ELOH B TR OO N I-AF#RHE{LIL. SFN B TIL

AEITIFIEN TV =, E5(Z, SFN BEORFEBFIZEH 745 HO-1.NQO1, GST DHBFTHEICEFL.ILIA TNFa
DHRB . HXU MDA (FHEITETLTLV=,

(#53RISFN (E7)La— )L HERFRMAEZ NG T 22 L% Rz, TORFEICITHBIEERS IR AEERNEEL

TWWBSIEARESNT,
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7ILa—)LERFEZEIZ$H 115 ALD/NAFLD Index {5 fill 5 0D E& Bk B9 455 18

Clinical characteristics of a low level of ALD/NAFLD index in patients with alcoholic liver cirrhosis
Wk & L BE FH E— L& BEt S BB FH £=
FRXKE HILFEREZE

Sakamaki Akira Yokoyama Kunihiko Morita Shinichi Kamimimura Kenya Takamura Masaaki Terai Shuji
Division of Gastroenterology and Hepatology, Niigata University

(BM]7ILa—LHERFEEOHRICLEERGEEL . REMICETLI—ILERHERXEOF—N—5vTED
WRBIEFLER SN D, §EF < (L. ALD/NAFLD Index (AND Z LN, 7)La—)LHERFREZEIZH TS AN EEHID
BRIR RIS EL 1=

(FZRVREZMNH DV IEERMICZESN Tz, 7ILa—)UHERFEZ 181 fl. E7La—ILIERFREZE 69 flExtge
Ltzo ZILa—)LMERFIEZE (L2 MBE D ANI T 0 Kil& 0 KLLMD 2 BHITHHEL. AR LEIR S E1T o1,
(RAE)ZZ BB D ERA P RIBEIT 65 M T, BIEAS 74.8%, 3 FAEFE(L 71.5%TH o=, ANIO Kl 35 6.0 LLE(E
146 {5l . Child-Pugh A/B/C [& ANIO LA T 60/51/35, ANIO KT 18/15/2, JE7)La—)L1ET 36/25/8 T ANIO
LLEIZIEREMEN S L MER A H-1=(P=0.046), 3 FEFETZNEN 68.1%, 76.5%, 76.6%5TdHY(P=0.220), iF F &
BEDZEZENFRICEELTVDLD LRS-,

(#ERIANHEEBIE 7 L a— L EFEE THYLASIE 7 IILa—IILEISELVRETH S LRSI =,
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URIZHITAT7ILaA—ILERER T L
Acute—-On—Chronic Liver Failure 0GR B4

Analysis of treatment of acute—on—chronic liver failure in 2 patients with alcohol-related liver disease.

Rk A MWL B &F ZN RE EX BE RXF § —F WE &F s /-
IERE XZEFARHIEIRAT
Ito Kentaro Uchiyama Akira Nakadera Eisuke Fukada Hiroo Fukuhara Kyoko Kon Kazuyoshi Yamashina Syunhei

Ikejima Kenichi
Department of Gastroenterology, Juntendo University School of Medicine

(ZE2]AMFF£. Acute-On-Chronic Liver Failure (ACLF) [EF % RBHKETHYNEMAEBRDAELTIFE
WL DEZMABREET 5, [HiX]2008 £15 2018 £ 3 AOMICUR COEREABRERITLLZAERFE
23 5l ACLF2Bl D557 L a— )LERER EL =4 Bl D CERER RIS DLV TR ETL =, [(BRIBEE R &F
Birh RAERR 50(19-65 &%) . Bit/&tE 15/10 il RUEFALEFIOREIT A BAF% 3 4], S B UfF% 6.B &
FRSMEEE 1 6l ZYHEFES 4 6], B REMEX(AIH)1 6| RETBASHITHY ACLF EFIDRLEIFT LI
—I)LE24, THo1z. SEFRLEFDS>E2ERIL196], ERHEAFITHoT=, 25 Hldh 20 FHlIEKam TE(Z
D55 4 BITERRTREIE) . A BT 3/3 6l (1 BIRFREHE) THdn . 2tk B RURF R TIE 4/5 il THean. AIH 1/1 I TH
. B BEF R SMIEE 1/1 (F84B) TR LS. WM TIL 3/4 6l (1 BIFFF4E) THE LA =, ACLF TI&L. 7L
a—JLE 172 FITHE. ZILa—LABIOBEER(E. FEPRIE 43(26-63) . B/ & 3/1 HI. 4 HledT7ILa
— VR EEE RICHESEMICEY 7 IILa— LR £ TRIR, MERRBEEDEHTE, 7 ILI—IILETE
6.5+6.7 [T 7ILa—ILHETIE, 3.5+1.6 BEDEV RIS THERS ATRE SR> 1=, $XAREI (20 ) TOHRETTIE.
FILa—L3BID55 2 FITIE., BREEERLEEMRGELTHEY . BEBMICHEDIEEEL TV, -1 HlIXEFERN
ATRTELTW =, =7, E7ILa—ILEERITIE, 17 Hldh 15 FlIEEFLTEY 1 HIFFET -1 FlFEFMTRALL
TULM=, [#ER MR ME R L EA L2 R £ ACLF EAIDMAEL 80%T, ZDHM 4 HIIXFFBIETHS
LATzo —A. ZILa—ILEFITIE. BELET- 3 Fich 2 HlILERELVELICEEEBRL TV, 7/La—ILK
FISHLTHEBHISARETINEEERAONT,
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BERERRETILIVRIZEITZT) VO NB#ERREEE

AR EREDKRE

Dietary glycine prevents metabolic steatohepatitis in diabetic KK-Ay mice through remodeling of hepatic
lipid profile.

ZHEA S50 AW B BR ®mF¥F' S —&' WM LT g -
IERERZFEFAHECBAT ' BATILRBTEHLRE
Tada Masahiro™2 Uchiyama Akira' Fukuhara Kyoko' Kon Kazuyoshi' Yamashina Shunhei' Ikejima Kenichi'

Department of Gastroenterology, Juntendo University School of Medicine' Department of Gastroenterology, Koshigaya Municipal
Hospital?

(B#]TU U1 KK-Ay Y7 ZADREAERT R RIE - EREMHI T HM. SET VL O RSB R ST FERER
BITHT B ERI L, [AEHM 8 BHES KK-Ay YO RIZ 5% UL oaFEEaLLarvrO—/LERE 1 8
EBHEIE. VLA —RBEIVMVRVEZERRARELEFHRBRET o7, FHABT O SREBPIc, FAS, FADSI,
ELOVL5, ELOVL6 ® mRNA HIEZ)7I/LAA L RT-PCR ET. ARV EREDOIFEBARD Akt OYUERILE
Western blot TREHTL. BIAIAINT 71— 20 T LEES A THRNIEEEORENWAELEZRBNET o1
(#ER1TVSUBRE5EIT, BEAR 30 RO MBEEFIV FO—LEICHREEICEMBT, 1V RYV BT 30 2 EM
SAVMA—LEICHAFEICOBEEDIETERD. 1RV AT 15 2D AKtDYUBRIEIZ TV R E5H#T
FEICHIE. BERBHEERTFD mRNA FREF T URESHTHRICEEZRLU, FEBT OIREHER
fRITT. IV VRSB TR— A afERBOBELRD . MR afiEHEOEBLIENE RO, (FiR
TUO U AR BREORE LR ORI AR EL IS LIS IR 2 FAE - ERINGI S RE R1E
ERALIEHEFAT N T
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ERERBREICE DUV =7 ILa— LS EZ(NIAAA)ET LD R E

Modification of alcoholic liver injury model (NIAAA model) based on clinical condition

EO F5 20 Wil Bt JER #X° B E—° Bin Gao'
KET7NLNI—LAER/KELLBERR | BEAXZXREZEREZRARE HEHR-FREAE
HEXZEXRZFREZRMRN BREERFE/HREZER®

Horiguchi Norio" 22  Kakizaki Satoru? Uraoka Toshio? Tamura Junichi® Bin Gao'

NIAAA/NIH" Department of Gastoroenterology and Hepatology, Gunma University School of Medicine?
Department of General Medicine, Gunma University School of Medicine®

<HEES>TVRATIILI—LVEFEEFTETILELT. 5%IR/—)L Lieber Decarli B% 4 BREITRE T HAHEMNALGN
TEEA, COETLATEIFEEAENREOFLTHY . FRIEFBELIOTH -, HA 1T, FREZEIREL
EFTOTIILa—ILERFEZICEULI-REEZET S NIAAA EFIL(5%IHR/—)L Lieber Decarli B% 10 BHE+
20% IR/ —)VEIEEV DRI XY (JUoTTBRITEA)) &L 1= (Nat Protocol, 2013),

<BWM>SE. BRBEICEDWVZZILI—IVEFEZSETIIVERDIZO. (HREIRE (4:8-12:87) D 5%I42/
—JL Lieber Decarli BIZ 1 BIOEVORYL XU T EARLIZETIL, (2)5%ITAR/—)L Lieber Decarli BIZ#EEEID
EVORIVFUTHARUZET IV, QR RMEILET D=0 NIAAA ETLICHIBILRFZARTLIZETIL. 4)
(NASH+ 7 La— LVHEREEETLEL O SRR ARRICEL SR VX VT EMA-ETIVERTL,
<HER>O-QDETILTIE. REED NIAAA ETI)LICLLELTHEER AST.ALT O LR FiE~DFHEKEZEEL
RSNz, QDET I TR RFREMIZERFICLLRL T, 73— LIZL SR LREE RN RSN,
@DOETILTIE., BIEMERBREICHELT.EVORYVX VAR THEER AST.ALT O LR R~ D17 hEk
B B EICES T TN CXCL-1 DILERE LR ARSI,

<HEEE > HEK D NIAAA ET)LIZ, Lieber Decarli RDIXGHAM . EL ORI F 0T DEH, MIBLRFRCEREHE
BRERET LT, FYBKRBRICE SV E7ZILI—ILEREEDAH= X LARBASN A RN RSN,
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FILA— LT IORBIZRIFTHE

What impact of alcohol consumption on murine kidney?
Bl B RAG @2 BHE g1
BAERKE ZEFE' #XR/IIEHMXE ZEF?

Katsuyama Midori' Haseba Takeshi? Okuda Takahisa'
Department of Legal Medicine, Nippon Medical School' Depart of Legal Medicine, Kangawa Dental University?

TILa—IL (Al)DBHIFF D Alc BiKFEESR class [(ADH1) AESZLFREIBN TS, 2, A Alc B&U
181 Alc IEEBFIZIZE Km Alc fii/KREER class [II(ADH3) A% ADH1 EFBHMIIC Al REIFESIZEN MO TNS.
ADH3 [FFFDRIZEIZZLATLTEY, BETD Alc DEENRONDEEZ, FREALL Ac ITEET HR—7Y
ELRMBEDILIAILERRLI.. ECNORICHKESE SN LALRUSND Ac DFEEZRETL-. 9 BEED
C57BL/6N WT)FB & ADH3 /U7 7k (Adh3—/-)T D RIZ 10%Alc HLLLIEKET1MNAERSE-. BIEAES &
UEBETHELIZ WT [ Ale [CKYIRRREE L REENEEEZZ T TV SOICARATIIEMIBAEHLTS
YCDHERIIRFTZILVIIVNFRICERIEZRLIZCEANDEEMF TN TV, —7, Adh3-/-1F Alc [ZXYIARIR
M RN EMAEEEZ(T TV BREVIEIS, Adn3—/-I3KIFEHTEMBOEENERSNT-
LLE&KY, Alc A° ADH3 DEFHE T CEREFICHFSL TSRS REShT-.
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OREREEEISE T BT R 7 L TR - BB R ORE

On the hypothesis of acetaldehyde—resistance microbiota in oral cavity
RE Rt EE ETF
WA XZEFEEEFERE

Fujimiya Tatsuya Himemiya-Hakucho Ayako
Yamaguchi University

TILa—I)L (EtOH) M7 R 7 IILTERACH N EESN ., 7ILTERBRKREER(ALDH2)IZLY HfESh b, BARA
DABNFIEA ALDHZ#2 B FZHFH. AcH ABERL TEELACERVERNAELSTF Y v—ThH5H, ALDH2
(FMBIEAN RGEZBSHERT, RIEFITRER - WERLEEN S, ALDHZ2*2 BIRTFITELR/BITRTH
M AcH IZRILEV RBE DN HEOFRHAT, LEAARANIZZLDIE AcH SRV IRTHD, F &I, K EtOH-
AcH BREIZEWVNT. AEAMED AcH NIy v—TROLNEIENHY . EtOH DINVERASOFERIZHEINT
EtOH M5 AcH BNEEINDHIEEMELTz. COTEMD, TTVIv—ITHB W TITEERMICT AcH AEESN. AcH
MHEDHLEAEIEL T, EtOH REEITELY AcH ZEETDHAIREMMNEZ 5N T, Th#E AcH ittt EEERREL
T, AEEA AcH EAZIRFALTVD, SEIF., SRE-BIERROLBTVVMBRLGESREZHRIZIFR AcH-EtOH RE&
ADH-ALDH2 EEFE . OENMAELOBEIC OV TORFD—HEHMEL. SEOBEFRIILIZL,
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FILaA—)VEFBEE(CAH-YIILaAR=_TFHEERFORE
-BRERNOHEEEHT-

Examination of the cause of sarcopenia in alcoholic cirrhosis
FH RE RE E #E& Fth LE ESR BH AT TELCE
ZREBIERKZE HLH-REAR

Murata Koji Namisaki Tadashi Kaji Kosuke Sato Shinya Ishida Koji Yoshiji Hitoshi
Nara Medical University

ERIFEEWLC) ORAMITHILIARZT(SP)EHIZHEESZAHERICDOVTHEMLT, [AX]ILC BE 217 f
% NASH (N B)/7 )La—IL1E(A 8F)/ C BU(C B$): 27 51/82 f51/108 flIZH 1+, TURRFI U (ETEEHT-ERRIIEF
LB MRE LT, ET % endotoxin activity assay (EAA)TEEMiL 7=, [AL#&EIA B /N B /C B D EAA {EIL
0.30+0.11/0.33+£0.14/0.31+0.12, SP &#3(L 30.4%/22.2%/34.2%, SP IEE &S HFER(1L 4.8%/11.1%/47%Th o= T
RTOFTEEHE(SMDE BMI IFEDHEBEERL -, Ffz A B TIE, SMI & ChE ICIEDERE. SMI & EAA ICE D4
%286 7=. N B TIX SMI & ChE, TG, BTR, Zn IZIEDHBEZER D=, T731b . A B TII EAA A SMI EEDFEREE,
N ##TlX TG. BTR. Zn %2 EDFERET—H—H SMI LIEDFEREE. C B TIE SMI & BMI OREIZDAEDHEREER
Of=, [FEERIFEZEDHERIT SP SHICEASAFIFERY, FITFILIA—ILE LC THET DEASHNEETHD
AIREMEAVRIZ ST,
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Imaging diagnosis of liver porphyria associate with heavy users of alcohol

AAR HE HIF B dh EX
IEREKRZRERE HILRZATE

Okubo Hironao Ishizuka Kei Kitagawa Ryuta
Juntendo University Nerima Hospital Department of Gastroenterology

[(BERIFRILI I EFBERUS) LFRNZHROEIO—HOZRNARYNT, ERMERBERHFROER
MREEY S, SEH. TOEEGRR - RERRICOEHRETL-

[#E11]60 BB X1, 4-5 &/H %30 EOEFEREHY, US ICTERHFOII—LARLIEER . FRIZ 1-3cm XD
ARSI —REEHNSHALONT=, CT TIEXZHE T HERIUHEZRH . MRI TREIER(E TIWI in phase THIES . out
of phase TIRIEZZRL.T2xWI THHERLGSESZEL . I EBENMLESFIoOFERICT. @ELD
KINDIEHBEDRFEEZRDDE. ETO—BICLYRADNTZ ALYV FLEB T BI85 (TO0OE U
DRFEDHoNT=, EER (L, CT TORRIE T BB MRI TIWI T out of phase TOIESEE T ILHKLT=,
US LIFBERFIO—LARNILOETIEROEN., ERETI—ERBIIFETH>=, [EH 2150 EEH%. 2 &/H
x30 EDEBEEHY ., US ICTTHRIZ 1-3cm KOEAFOEII—EENZHAON . MRI TR T2W TO
PEIEBZRL fat-suppression Z5BH 1=, CTAP, CTHA THAEIIRE LU FIARMF D R EERHT-, ;Ta1—H#E
B AR TIE, INEEDORRILEZROT-, [(BR-#EE]EG ROBHWIERLNS, FRNERE T
(FBFLLIEEEE RELTWA LIRSS SDREDHAEZELESEL TSI LA RIS, F-. BT
—EEDEZHTHHERAEL T, FREAR-FIRMLROT I EDEAELEAONT=,
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Examination of drinking habits and body composition change in patients with recurrent superficial
esophageal cancer

KE 2 BERE LA B3 BN 8l FH F£Z
PRRZXFREEFREHARR HERARESEH

Mizusawa Takeshi Hashimoto Satoru Kamimura Hiroteru Takamura Masaaki Terai Shuiji
Niigata University

[E#]

BEEDOEREFLLTHEEDEAENZEIFON TN, FHLIAFRET ERAAVFDIEZEEL TR T A E
BEh T3, SEREEEFELRNRICVEBEERBHOMEEL ESD ZOFRMERELERETL -,

(%]

2018 &£ 5 A ~2019 & 4 AICRARBEREICXT S ESD ZiEfTLT= 37 HlextH e, AMRBICEGEEZFEEL .
ABEEs-BRREE-1 AA#%-3 MARICKE. HRE. NIEEERE. R TEFEETAEL . WEE- B EREDR
FEDHLEFEE 16 &, FIFE 21 HlIH 1+, MER CLE®REL:,

[#52]

BUBEEE 7 )L O— VIR E) B R B30~ 40g, ¥)FEE:30~40g, flusher B F£E:83% ., ¥ FEH65%. BHE T flusher
MNZIMERITH T, BHRED ARBEDOARE ke)/HAE ke)/NIEAEIAEE(cm2)/ R FREMEECm2)IE TN T
56.8/40.4/47/115, #)5#(3 60.4/43.7/55/147 T, R TFIEHEBEDAHBHEETHEITEN S1=(P=0.04), DEFXEZE
L ER®WGERBRE/1 MA%/3 AR B 96.6/99.5/1000, #)F7:96.4/98.1/99.1, DFFRNE L L R®%):BH
B ,943/98.3/99.8 . #) F #.96.7/98.9/99.6 . @ M & A5 B M & % 1k 3 (%): B F B 75.9/97.0/1109 . %] %
£4:85.0/935/878, DK TR EIE L L 3 (%): B F£8,95.1/91.5/96.1, ¥ 5 5$,91.1/85.2/800, ME L LK E - FHA
E-WiEEFEET 1 BERICEESGY. 1 DARBLU 3 MARICIERAICERLA K TEHFEETIEE
ML, £IBE CTHEEBICEREZROEI o1,

(#55]

BREBLOFEMT, flusher FBRBFIZZIMERTHSM, AEMELICHEFLL SERSOICRAMGITEZTD
FETHD,
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Therapy of pancreatic stone for alcoholic chronic pancreatitis

B tht BOE RRER 4B EF¥ WK B HRK WER XK RFE XS —Hm BB E BH EF

Mg #— kIR EC  HEWL
IEXR & KZEFEEIERAE
Takasaki Yusuke Fujisawa Toshio Ushio Mako Yamagata Wataru Suzuki Akinori Okawa Yoshihiro  Ochiai Kazushige

Tomishima Ko Ishii Shigeto lkejima Kenichi Nagahara Akihito Isayama Hiroyuki
Department of Gastroenterology, Juntendo University School of Medicine

[E#]

TILA—ILICE I MR BAENEBESISEILY. BAENEECIRIELI-VT S ETILHLEMKEEETE
BIERITIENHMONTHEYABRDEIGITHD, T THIRICHETHTILI—)LIEIS MR T L DR D RER R
ERETTBHELT,

[7i%]

2018 £ 10 AA'5 2019 & 11 AFETHR T La—ILIEEMERERICLDERBREZT oL IREHELEZ. Chiod
BEICBVTAERE BAEBARE BAT2REE. ESWL BITEHK. EFHEEREL,

[#52]

FHYEHIT 65.8 7. BIEL 8 I THoT. BIRTITo TV DB ARITIAINE R REEE (ESWL) . BRK
EEEKEEEAEPRRL(EHL) THD, TDS5 ESWL & EHL $iRALEEDIE 5 Bl TH o=, ERHRERL 88.9%
B H)THY ., HEETEMREZEL 55.6%(5 ) THof=. BIEARFTD 3 FlZEATEY. BATLRERISHRE
FTEHENRAFEND, FEETEBRETE LD D ESWL FEITEISRIE S R{E 3 B (2-4) THot=, BHAEL 1 42
ERCP #&ZfERMN RN T=,

(#%35]

TILa—)LHEEHEEXORRABEOBAREEE IS VVERRRELERD . AEICHESE D ESWL 4> ERCP #i%
BLLHRZETOMNERATLRETHIILLARETH D,
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Risk factors for alcohol relapse after liver transplantation for alcohol-related cirrhosis
RE A A6 BeF &I 2B HE+EA &— PMKRE &% #E =&
REXFERKZE HIEBARZ

Kodama Kazuhisa Taniai Makiko Sagawa Takaomi Ikarashi Yuichi Kogiso Tomomi Tokushige Katsutoshi
Department of Gastroenterology and Hepatology, Tokyo Women'S Medical Univrsity

UECHICIEABICE TS %, 7ILO—)LIEFEZEALD) D IFBHEFI DIEMMN TSNS, ALD DBIERERFR
(TR BELBELTRZELO|MENHHM.ALD (FBFEOMENHY . RAFEREEOFHMIASH TR,
ALD FBHERIDBHER DB BEHLMN T HILEBMELRETLT,

(xt%]2011 £ 9 A ~2018 &£ 11 AETOHEICE WV TERETHBIELITo7- ALD X RELT-, EFHAMITEHE
BITAENOREBERARTAEST)ETEL,

(#%R]ALDO ffl (FFh o R{E 56 &%, F 14 56%. MELD HR{E 19 . Child-Pugh I R{E 12 ) 2% L THFHSHE (1K
8 f5ll. BX3E 1 1) A FEITSN . ABO MRE N EEEHEL 2 I ThHofz. FFHREEHE 1 HlOATHoIz, £FH
Fich R {iE (& 1292 H(338-2806 H)T. &tk 2 HIMIETE. 44% B4 3 Hl. T 1 BICHEREZE RN, BECEERLE
BEICKELRETROE, oA BENSL EBHENEMERZR D=,

(#5:B]ALD BiEREFRIIRIFT I EERE 8% TH o1z, 9 Flth 2 220\ FEHE 2 £, 4 FRICHESEESE
EEZROT-, LR TORFTIIEZEGFICB S, EIMRBEHRN N EIMERZR DT,
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5wk ® Clostridium difficile B -ETILICHITAHAME X ICEET S5

Characteristics of fecal microbiota on Clostridium difficile infection in rats

B T AE RZ’ FE T E B BEAK BELX Al EACHME BRI BN —='
FAARZEM - REMFHBELCERARE ' FERXFEFHBHBERTREE
MRMARZEEZMRRBYMRE ° RO XKFELEG - RERFBBEYEHARE

Yano Pavane' Ishige Takayuki? Itou Satoshi® Adachi Mei® Tsukamoto Atsushi® Ishizaki Naoto* Furuhata Katsunori

Sogawa Kazuyuki'
Azabu University! Chiba University Hospital?> Azabu University® Azabu University*

(B8] 4 BE D SD RS YR Lieber-Decarli FEIZEY, ZILa—ILIEFEESYMETIVEESL. BRAME
ERTIZEWT, /MG KBBTIE Clostridium sp.. Morganella sp.. Proteus sp. TIEMASH AL, FINR I 0D I iR 3 2 12
BT, 8 BRYES B -5 YN Clostridium difficile W BESNT-Ce%x FEDARREITHREL -, SEIH A (X
BRICHRELT: C. difficile BFENTEREL. FIIRMTRESNAMNIDONT, SYMETLEZERLIRIIT 52 L%
BEIELT=, [Ai£)9 EE D SD ZREMS YD BMWIZ 1.0 X 10’CFU/mL C. difficile % 10mL EE% 5 L1-, % 5% 3-
6-9-12-15 BIZAEEILT-. PFIRMITEERERE. /NG KB EBERAEEZEZNT. FROBKESTHEREERILTY
VB TEER.HE 8%, [(HRIFBMABO HE 2BEE. HBE5% 15 BICSVWTOBTTHAH EEILE
ZRDOT=. INBIZEITDERNMEFRED Clostridium sp FIELEL 5% 3H. 6 H. 9 H.12H.15 HT. Eh%
#10.0+0.0%. 0.6+0.1%. 3.2+0.1%. 8.4£0.1%. 18.6+1.0%. TH>7=, FIRILIZIZ 5% 12 B, 15 BT C. difficile
oS h Tz, [#EE1C difficile BESYMETIVIZEWVWT /MNETEE - #EET S L TRMRMICEFEL, FEE%E
BIEEC I ATRE AR SN,
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Age-related enhancement of lipotoxicity exacerbates dietary steatohepatitis in mice
BRE B 4 —=% WU B FAEX WE EF e g
IEREXRZEFERHILFAE

Ishizuka Kei Kon Kazuyoshi Uchiyama Akira Fukada Hiroo Yamashina Shunhei Ikejima Kenichi
Department of Gastroenterology, Juntendo University School of Medicine

(B8 )mEREIET ILa—ILHERERART 2 (NASH) DI LI EBR F1-H. TOMF XFELFRRALTRHAZ LY, KRR
TIEMBIVREZAVWCERERFERMFRXETILE/ERL., MERA NASH ETICRIFTHELRITLI
(7:5]8 BEGE FEE LU 55 BRNMERED D M C57BL6 ¥ RIZ, BEBIND)ELLLE IS E(HFD)%E 8 5ER
BESE T, HEICH TR ERHICEES HELFHEE RT-PCR TEELT=, SIRT1 MDFIE%E Western blot T
FMELT-, BIAVATNT ST —BEAMHERAVTHAR OB EEREMBTL. [(HRIES HFD HOFER
[EEMARRHEEICEESL-DOITKL, MNEE HFD HCIXEMBREME I ERTKEERNEEER O, Bl
B4 & AIZB4>% SREBP1c, ACC mRNA D HIR(X /N4 HFD B TIXE 4 HFD B&VYE LR L=, — 4. I5HEE BB
[ZB84>% PPAR . CPT1A mRNA D F IO NHADIEE 772105 ApoB. Mttp mRNA D SR (I 0% HFD ¥ T
HF HFD B&YUETLT =, SIRT1 OFEREMEBF CTEFHIYETL, HFD BFICKYSHITETL YEFTEHIR
FRATTIL. NS HFD BORFABAO RIS TESE HFD BRVEIEML. BHITHLAUBESTIEENEE (I
mit=, lEE & RICE 1% ELOVLE, SCDT mRNA M FEIRI(L. s HFD B THE HFD LY EF L=, —A.
BAOUUEE XS MEAFEMABEEE ST IEE A INES HFD B TIXEE HFD BLYLEAL. IBIEE O A tafn
{EIZB4>% FADS1, FADS2 mRNA (D FIR (L MNikn HFD B THELF HFD B &YUE T L=, [#ER]1MEnTIIFFRER DR
BERDOE., B SRILSIVIEBESMDETEE L. FRNICEBRIGIEEEEERLEEAONT -, I,
IEEERBRBOEICE > THNIEEDEMEILS NASH ERICHF S5 LI-LEZ SN,
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Supplementation with matured hop bitter acids improves cognitive function
FIEF /A fEHE BEX' iEE R’
FYUR—ITAOT AR R BERBAE DEFER?

Ano Yasuhisa' Fukuda Takafumi' Umeda Satoshi?
Kirin Holdings Co. Ltd." Department of Psychology, Keio University?

SEEICHEVCERIEIXETEHRFEETHL BEDHBEFRMEHEERFEENLIN. BEOTREIIEREF
L35, BRMENREDO-OICEEBLGTIILA—ILEEZRLT-HICT, /T LA—ILE—ILTA XM/ VT ILE
—ILDFALFINSD., +HITEASNTLSKRICIEEND, ChFET BELFE—ILEHDOKRYTOBRKT
HELBBBRY T HEERBEBRYNITEBL. TLIYNII—RTHHRL. XEMRENL R EESRE
PREFERRTI|REL -,

SE. ARV TOECDORMBEENDERETET 5720 MENEBETIRETEE 60 BERRITSUT L
LR EBRE T ol BERYTEEH T EILLLETSEREEE 30 412 12 BRMERSE. 0.6 £&U 12 #E
([CHBODETAMIKY RABEREE ML=, BBRYTH T, T RBEEERL T ERIGHERBROEERE
BOEMBLV. AMNL—THRICET 2B OEHEIEEICHERINT, AhtE sMAIRTEERT R E (dIPFC)MD
HYDRNEEETHY . FERROBEREGHE T, BARY T X REMHBEENLT dIPFC ZEHEEL . BAIHEEE
ETHENTHEEIND, §%. /OTILE—ILOBREMEEEALT. BREICHEIHSBERRANO BRI
=hb,
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Association of alcoholic and non—alcoholic steatohepatitis with hypertension, type 2 diabetes, dyslipidemia
ARHE FE— FIE €17 #BH H MK HE & ##% 15 B
£RERKE FREENEZ

Kubota Ryuichi  Toshikuni Nobuyuki Fukumura Atsushi Hayashi Nobuhiko Tsutsumi Mikihiro Mutsumi Tsuchishima
Kanazawa Medical University Hepatology

(B8] 7 La— LR T ILI— LR R B O FRFAR TIE, ATE (EFEEE, #EFFXODERE
AREEDE—FMERESN TN, KA, COEWVEEMESE (HT) . 2 BHERRF (DM) | BEEEREfE (DL) EDEY
BHEOEVDMHLEL TV EDRREILTHEET 1.
(FHEIEHEFRELEEEERFICETIL2ERAETLTL. 7ILa—ILEIERRAT % (ASH) E3E7 La—ILIERERA
FF# (NASH) D EEFEMRELT, BEODRTovIEIRSHEMALNT HT, DM, DL DEER FERFHTLT=,
(RLAEINASH 581 5l (FhR1iE 54 7% . B 295 5. Z % 286 1) . ASH 172 5 (dh R {iE 58 m%. B4 145 i, &t 27
1) , HT BSER F: =5 (55 sk LA L) . BB (BMI 25 kg/m2 LI L) , DM BSERF: &% . B ERT#R# 1L (F3/4) . NASH
(OR 2.76, 95% CI 1.78-4.28, P < 0.0001) , DL B85& @& F :NASH (OR 4.02, 95% CI 2.62-6.18, P < 0.0001),
(#5EW]ASH & NASH TIXEE DA H DM, DL LD EEMH &L, EERDEWVICHELTLSAMREEMAEZ 5N T,
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Screening and brief interventions for alcohol-related problems in primary care settings: an umbrella review

R T
L R R EE 25—

So Ryuhei
Okayama Psychiatric Medical Center

(BREEM]

FILA—VIZ&5BEMEIERLADERARTD 5.1%FEHDHD, T5AI)—7 7B TR BEYLGEEZIE~
DNAFZ. EHAELTOREBEICEET 2BEMEOREICHERLEEZOND, ARKKRODBMIEL. TS5/ )—477IC
BITEFENGEBEEADRY) T EBEZNA(SB) FEDBRMIELE AN RICET 5XmELEL
—¢ . BBATOIETVROBHTHS,

(%]

2019 £ 11 AIZ MEDLINE [ZBWVWTHERIEREL-RRA TRESN - XHREEENEMTLEA LT,

(#&£]

276 XERARREN , 24 XM ST —2EMHE LT, RV—=UF REELT AUDIT RUKEHEMR D AUDIT-C Hi&x
LERGANGNTHEY ., FERBEE I 7L a— L ERESICH T HBMLELLXIEIC 482, 391 THof=, FTVF LA
LB REBRER D AT S RATIE, T34 —4T7IZH1+5 SBI [T 7 IILa—ILETE 20¢ DIEFIEEZSE
LTV 3—0y/ 0 28 WEICE T HEFSTARDRFHULEL—TIE 14 HEITEVWTERERBELZERSE.
10 AEICBVWCERE(XEMT S0 ERAMRNTHT -,
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usefulness of carbohydrate—deficient transferrin/transferrin(%CDT) for differentiation of fatty liver
diseases

&K ER § —% PF ENH KRB BEX GBR mF UM EF s /-
IERE XZFEFARHIEIRAR

Morinaga Maki Kon Kazuyoshi Nakadera Eisuke Fukada Hiroo Fukuhara Kyoko Yamashina Shunhei lkejima Kenichi
Department of Gastroenterology, Juntendo University School of Medicine

(B8] 7 ILa—)LIERFIES (ALD) &3E7 )La— )L RE AR HERT IR B (NAFLD) O A ICIFBBEEDIEBNEE TH D,
Ft=BIE7IILa—ILEREERET A (AUDIT) &, FibroScan®THRITE L1zBEHA1L (CAP {B) - FFisE M EZERVT, ##
HRIBMSURTIY Y /NSRRI (%CDT) EDEEY—D—ELTOHRAMERIEL -, [5i£]2018 &£ 8 A
~2019 £ 2 AITHfREZ2L ALD, NAFLD SXUERATEZMSN=EEIC AUDIT [CXAHEEEEHHE TIIE%
CDT fEZRIE L=, [Fi#E]E 75 B (1% 54 6. Z 14 21 5, 15 59 %) D S5 ALD31 |, NAFLD 44 | TH>o1=,
ALD. NASH.NAFL @%CDT [& 2.24%0.74%, 1.71£0.23%. 1.72%+0.15%T. ALD TI& NASH. NAFL [ZLERFEIZH
ETH>T=H%. NASH-NAFL FEIZ[EZEH 4K ROC fE#T T ALD & NAFLD %519 5%CDT DREAvhAI{EIL
1.72% (RREE 87%. 452 E 63%) TH 7=, %CDT {EIL 1GTP BEH THEEICEIETH7=H, AST. ALT. CAP {E. FFiE
FEEMEEIFC AUDIT TEETR 8 R L, 8EE 100/ ALl L, SEHEER 4 BLL L KA - ADEEERS
Y, EEEEOON-BERHYDHETHEITHEL G o1z, [(#HR]1%COT EE—EEES CHERE LS VERMEE
RLTI=AY, 1GTP LIS DREEDMFFHIFT RE SR AEIL - R IEDEEER (TS . NAFLD DEMICHERLY—
A—EEZLNT=,
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Efficacy and Safety of Granulocytapheresis against Severe Alcoholic Hepatitis

TH X $X BB £+ BH
EBREEZDRZEFEHHELLHZAN

Yoshida Aya Nakamoto Nobuhiro Kanai Takanori
Division of Gastroenterology and Hepatology, Keio University

(BERIEERTIILA—ILEF L (SAH) EFERTRT, BEROEERFVT —REEN DR TOAR(PSL) IZHRAF
BOIETURFHEL. ERFEHRANKO LENFERREAFTHLLIZHE B LEBHBRBRERE (GMA Fi%)
DEDME -REHEITOVTREIL . [AEIWBC 10000/ 4 LED SAH ZXRICRIRE N AGER (BE, EXR)A
LAV bA—)L) E{ToT=. 2004 F£~2018 FITHRITS LT 23 Il (FHF 4711 R ZXRIC, GMA EiE%E 2 [,
it 4 BLLERK 15 BfTof-. 3 hAREFETEFE SHHEOHRLEIRFTMIER &L= [#RIGMA FEHE
TED 3 hBETEL 14% TRFABRBETH . P HEEEDIEZETHS MELD(p=0.05), T.Bil(p=0.05), PT%
(p=0.03)EFREICHELGHEZRD, Cr BV THRTEH THIMERZRDT=(p=0.08). £HITEHHEFEM o=
2011 FELIFE PSL R FIFEEL T Lille score AMRIBENT-DZEHAL 9 HIMD SAH [TRLT PSL 5£17L, EHHHIIC
GMA BEixZBMLTz. 9 FIDSE PSL AL 3 T 3 hAERERIL 66%((2/3 N)THo1=. EBHFlX6FITI N
BEFIE50%@3/6 A)THY, PSL EFIIZH LT GMA BEDEBMIZKYFRBEHNZBOHOLNT-. [#EEIGMA &
AL PSL AR MEIZEH 5T SAH DFERBREN AR TES.
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