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AL RIEIRRN D 1D & ENTwb, F/2, IWANOEEWIIMAOGIEMTHL I 7a 7)) 72k
BAERESNDH, MR ZOREEIMET L, #IC RAEREETTHEC X D IRREDSEAL T 5, Fa 1
AV afGRI7a 7)) 7T OBNZERPPAR- y 2L L. EEMEEZITEL., PIERELED S
CEERWELZ, B FABERIIIINIZIEE T HADET VY T A HWTA YV a RO A BikE
FEiRh R BEE L 2R, 4V a BROBEUC L Y I 207 TORRENITHE L. A f il & MM JIE
PG S A, RRABRREDSCE Lz, ) YERL Y ISR T B 5 7 A8 F — <7 X T NS O #]
AHER L 720 F72. ADREESIEBRDOET IV AANDA V) q BT 5-C L N AE & . AT REAL
TAYESI N, E512, AD FiiE & &b Mild Cognitive Impairment (MCI) B8 TR 5 L5 i
Bma—arO@iFEb AV aBROBGIZLNVEEFEINLZLEZET VYT ATHERTE 72,

MATHEA L BNEFERE AT A4V a BOHLE SR HERICER LREMEZEEL L T,
BARGER il BB 2 BT A L M L2 COMEE G LI, FRAERRECEE MR L
DO FHIR A AR X 7B R v TEREE A B ICB R L 72,

ARHE TR v THERFERE D12 X 2 ADFHish R B L ORRAREBECLERD R IS D W TEH B O REME:
bEDTHMNT 5,
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Studies on subjective response to alcohol and alcohol induced brain
damage

Sachio Matsushita’, Toshifumi Matsui”, Susumu Higuchi”

1) National Hospital Organization, Kurihama Medical and Addiction Center
2) Oouchi Hospital

T a3 — )b ERAIRREIIZ D L LD 20D D B0 TIV I —IVIZ X B RBAEREDIKT (BMRE)
ERMNCD 25 mOMKIEIC L 2 8HE (BERR) THod. KR VRI T AT, FHEHEED S
DIEL LT, 7V = VITRT 2 & BAREORRICOWTRNAT 5. TIVI—VOZAER)
B (B ZFRRHRIC T A2 7V a— VoA TH Y. ZOERIEMAFEE (BAC) 2 EHT I
ONTHL 2D, PO 4 ZBELZ T 505, B ER > b o— Uik ERE s
SIIEWEETHELZITL I EFMEIN TV D, /2, TV a— VIS5 mE, FkoT
Va— VEEMEOY X7 BT LI EMON TS, AREREEY Y ¥ —Tid, HRML-TL
IV EFHEEEL T, T — VIS T A MR E LT, BEE  HEWTICEET 5 2 & T,
TV 3 — VESEE & OB A ET L T b MERTFREIERE R 2205, ShE TIcE s L L
T, MMH 72 b7 VT ROBRGEESEY 725328, 7V a— )Vl L AEEDEI TR &,
TV — VEEEICFRICE C S EDRIBE N T WD, — T, B OSSR AR OB EE
RPHEEICRELRENZ D6 T I RICHAONTEY, STSELREFHEOKEL T VI — LA
HHEDOERNE 252 2 HEHE L Twb, TIVI— VIKEREZ RS E L2 oTREm 512 E 3 25
T, BEEEBT STV I — VIRGERES TR E,. BENGIZROERIROSNLH, T
T b FEKkERZE (ALDH2) O#Efn Tl L MmO E > A5 L, JEEHRM ALDH2 % H$ 57 )V a2 —
IVARAE EAEVERI ALDH2 # B4 5 7V 2 — WARLE Tl FHEOHALANE 2 B W REMEATRIB E T W b,
BHIZINS DRI OWTRAEE TV FETH D,
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Needs for urgent the paradigm-shift of alcohol studies in medicine,
Including the special considerations about genetic-examinations.

Shohei Matsuzaki

Department of Gastroenterology Tokai University Tokyo Hospital

AR, HEROT VI =) (LUF 7V a) BREIFEOER & HB25, Rifeaidd & L) BEE%
BT AMEFEZIZBVTE, THEUERICEY) EAEH S, F2EREELOLEEIEZ 5T
Klzo LHPLARPZERIZE STV WVWEKELN DL, TIVIFENRE LCid, 20144F6 L) [ 7
b — VIR AR | ATHAT S Fze BFEAVIKHOFEE G Tb I, —EBRE DM Tl
RAEICHLIFHAOREE L TE MBS N T 5 BEE TR EN SRR S i Tw
Bo LD LEMOHEAET) & 7 o 72 R BRI, ZBFEHIE T % SHAEMEE L EFRETHY, 20
HFIZED L ERERGIIBO TL R VOPRERETH L, HARO TV IWIElFE L 2 WHE & LT,
FHRE M, AB X OEEEDL S OMIEEEER T ONENFTSENL Z LD% v, ZOREITIK,
W27 A HIZEERD LD TL RV L IZFEETH S,

1970 4FALT 2 ) 2BV, IR, @i, I N L85 & SRS EJ IO A
TERNMIZE DB L2700 a, EYRAFERENK L L TR L7z, &I X ) RO RH & H
REEEHADPTREE 20D ZOBROE L\WIFZEHF I L IR 2 EL [T MR EFRIEL N, £
D% L DHARNEHEGEE D, EEFZEICRE R EBZ L&,

FOWATHARIZD O, 19704EMR L ) 7V a DM EWME L BN L 720 ERMD S OIS L.
BRIRBOEX RIZ L D ERL T IV AER L Y ¥ —EORER D Do L LZDRKOBET) M-
TeDE, WRKRE Y ATy 7L CEBITRE L - 58K O HRE AR TH - 720 BERIZHIS L 72
D LIIE L ERD D - T2 FRIFMDPMNTL B,

COFEFEIL, BRIZBIT 2 IPSHBEZRLBZTIHHE. ITOBIERFICRE LI, BEEEI
ASNTVDLIEDIRLT WD, TIVIRENEE b, FMMEORERES 2D THEY LB# L. 1A
WHEIZL B, TV AP RITTES, EELOEEMEY T ARRMICIERL T #HFISEL S EWE
FLANVTTo T T8 ZEPRIEHILOKFITRE 22 b s,

HEILT4ERNICRFEZEFEER L TB Y. HERH L WIFRICED 278513 v LA L—
AR E F NEERCIIIE 2 WA R 2 e TE L L) Ik o7 8B,

BB OESRE R OEBRER, TR RMEEFRECENOESSEOREN S, 56
OT NV AWFRIZET HHEE L SO VWERZ B THAIZ,

EAEDFRFEEDOR AN IL, EH, EFOFHEBICBIT LT Va3 — VEAOBLEREE F O
BRAENC X BIFZEEMROIKT & H1213Hedk L Bbh b, WA ©F 2 I XEEEIER. A 7 R, BRI,
AN AWFREBERLH A4 O Z D 72 EBICEET. 7TV a2 S BFREMENS 1o 72
EIEL Do WODMIZHTIVIFFIENASHIZ, NASH IZHERBICHEEZED LT VI — )V 2T -> TH
7o &) DR D v, EEHEETL. BRSNS OMMHP 7V a7 VT b NI R E AT
RaefMiorzr T3y 7N %E . HIEAOBXCMELERETEII RO ERELIK L L 2 LD
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vy, FEROBISLFMEIEEOH 5, P LEETLBRR L IGEHAZ KL S0 E0 M % L
VAR

BT E LT, WREELME T —~ &R0 E9) %, BAEEXBIE L2 -3D Ny 7 A
AT TBE Ve A CIX. 7V aMRRAE L WO RADTR DV EI L SN TWS, 7
WINA =/ (TIVY) EZERIERICEB O ASNLD, 73I0A FpERSLY vEHY VL
BEEFENET L7y e, KL, JRREDEARMICE AR L E Bbd, MSDSHRITIT b 25 A
ER T VERAEDOIR N ICIFEEZ L T b, HERIZBWT, SibiSoMEO—E L T7 v
IBHAE) A7 i LA LICEMZK L 5. FBEWNIZT7 IV IR 7E 2 BT 2 ARFZERI2E D
T TR D HHF7E T —~ 2% D 1% 5,

TIIZE L CTiE, HRP T L WSSOI TEB Y . BRIR. MEEE(% - £L2 0, HE
HOBIE R EHMEABRDODBE TR L TWb, IMOFM25 L. 7TV IdMOBRES. AT
AL O AR, BK D 5 EEF RIS DSAHIR W T W B, EE - AiEICB W Tid, BIR, #AH
HR, WIS AZF COEE - RAFIHEEINTBY . ZOREEIET IV IREOLTIE RV,

COREBIFRIZIE T VT = VRS . FTLWFE, €5 74— HOBERE BT Fio THME
L. FisRoBEELWZET — <% R LIS LETH A ) o JoTIRRESE IS LT RBAE & 18
R IE ORI E T > T, R EEKEDT 7 )V Y IFOFIE % B < & v ) BRRHE D
HUY. FEBEEIELTIEZWAEY 72 — VI X B5RER LX) R B3 2 EERIFZEHG b A5
N5

SHOIEHRAHARDOIEEICL ), E—IVOFKRE S (kv 7) 25 7y BIEBHEEDFE ARG k. i
LA R ot MR TR RS RS S e, B ERERE Tldd 5 A5, JBCIS
RS NRHEH L NP TE VR L TH b SRIOMIEE T, FEHEDLAEFIZ XY FMzEN
ENDH SBROLBNIENOMiftED 2 RESHE SN & 2R L T b,

T3 - YWD 8T 5 A AR, B KR R SEEEERMEOEME#RL S
ORI L 72 4L FmZEASRD 5 b, 21U & 0 RROEE T k. MIRBRIGE. FERE - DS A ER.
FEANEHEIE 7 SIBMEIREAWRIC BT 5 7V I — VOB TR D 5 5L\ O BB 2 7208
PaEhs&EFHEING,

TV IRIHE & BIRICB L Cid, DT & ) 2 oA R ST b, IRl B, H1besiE (FF
(CFE, BIEEEAML) 7 SABEREEEICBE S 2 EETIZE T, AR O ERASNOOH D, RTIZRM A
EIZL BT HET - ECADPRREIILT N OO0H b, BBV THEETZH2@EE NI 2 &
X% OREERIED TH Ao BIZTIEIIHED CIF LW, EEAOBOE i  — i AR
HDhHIOIIE, REMEICLIMEOER LD DL LEZOND, Y RINDFHE L 07 )V 2 fEEIZE
LCTb. 20071l FHOME X, E¥, BEMEEOBNIAL BRI DL LEZD
N5
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Drinking and sudden unexpected death - a new paradigm produced
by genome analysis

Hiroshi Matsumoto”, Yohei Miyashita”

1) Department of Legal Medicine and Centers for Death Control and Prevention, Osaka University
Graduate School of Medicine

2) Department of Legal Medicine and Ceners for Death Control and Prevention, Osaka University
Graduate School of Medicine

IR EAEIE RT3 0 0 A, HARIZBWT S Matsumoto 5 DFETIX 1 O HARRE LHEE SN T
Who ZOBIIIEHRBITIX AL T Do JL4F, WFIEERT T, T3 L 2B EREEGI D EE S
N2, T0o—hH, BT 2w TO—2¢ LTHRIEL) 1 BHUANORRIEOHFEENH 5,
Matsumoto H DFREFE TIX 5 T N, EERBFRIOHEETIEITIA~1 2T ANEEIN TS, 2D 1K
MUANOZERICIZIER T4 &, BEROESIZ7TEHRECIELTBY ., TOMRBRIINAS N &8
birbe GH, EFNLERERETLEE DI, BRILE T ) 2EREOBBRENGSICL 2Ty
V= AETCHPIC o TE 2 L BIBE OBBRPHADNIC R o 2B REIZOWTHE L, 2hnb
DTN A= )VEFZEZ T2\
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Endotoxin activity is associated with sarcopenia in alcoholic
cirrhotic patients

shinya Sato, Tadashi Namisaki, Hitoshi Yoshiji

Third Department of Internal Medicine, Nara Medical University

(B8] 3T4E. FFRZOREIZ 7V 2 — Vo 5 5 EEA EAmIc8EIN L TH 1) . JFRIZ O T B K
TFELLTHNVaR=7MERSNTW5E, G0l FFEEEE B 25 RECED OB % MG
L. 7 a— VHHFREZ OV a =7 S0 E L 5. 2 5 N1 20T L7z [J7ik] 2016461 A2 5
20174E12 A £ TIC U 2 235 LA RS 34260d . BB L OEMCT. ERERI v E—F VR
BIA) FEI2X ) EFEHECMD) 2 llE T 72193012 xR & L7z 1) BPIZISMI & KA KT & DR E
AR L 720 2) TV 3 — VIERTFREZS 5560 (ABE 5 B /4c © 47/8. 66 = 107%. Child A/B/C : 37/16/2 &
JET v a — vk RE 213861 (NARE : B /% 1 70/68, HCV/HBV/ % ® i : 72/27/39, 70 = 9%,
Child A/B/C : 96/37/5) D 2T ETIKOMAERe =Y Fr¥ v v (ET) & &o/2BREKE T2
XHWHE L7 T2 HAEZAOH L IR PHERETY L IR T O E2SH L.
endotoxin activity assay (EAA) CET ##ll%E L 720 [#H] 1) JEHCT THl%E L 72 SMI[SMI (CT)] &
BIA Cilll% L 72 SMI[SMI (BIA)]. $2J7. BMI & % 4. B EOMBEBERE R L7z, B TlESMI
CT) L FfITEOMBEMBRE R LA, WHETIIAELRMBIIZEO SN a7 QN aAR=ZTH
BT ABETHE /900 277/25%. FEABETH /% 1 185/323% T o 720 ABEHVETIZSMI & EAA D
CEELRAOHBEERI O SN, AT TEEEEIRON G o2, 720 ABBMTIE,
AR & EAAZBEOMHBBREZ R TMEINICH - 7255, FTHRHARIZIEAA & FE 2 AOMHBE R
HRD S N7z. [#EFE] SMI (CT) 12SMI (BIA), B & EOMEZR L7z B 7V I — VIR IFREZE
BHEIZBWT, SMI (CT) L EAAIFEOMBEZ R L., BICTHEGAE L EAADOMICEE 2 ADOHBED
Wy 5T DTV T — VRO L 2= 7 AP IL ET 2S5 2 W R ASRIE X 7=,
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The alteration of small intestinal microbiota on ethanol-induced liver
injury in obese KK-Ay mice

Ryuta Kitagawa, Kazuyoshi Kon, Akira Uchiyama, Syunhei Yamashina, Kenichi Ikejima

Department of Gastroenterology, Juntendo University Graduate School of Medicine

[B9] 70 3 — U PERF 28 TGN O KRB 3 2S5REFT RN IF~TRA L. IFEEE 27238 E2 5
NTWwW5b, ShFA7: 6 I KK-Ay ~ 7 A @ chronic-binge T % / — )V (EtOH) [FFfEE € 7 )V IR L T
HRIDEEIE ) 77 ¥ 2 I P REX) 255 L. WRE~NORE LG L7z, [HiE] 84k
KK-Ay ¥ 7 A ZEtOH 5% Liber-DeCari &% 10 H i 5- 2. 11 H H24 g/kg BW ® EtOH % # H % 5-
(binge) L7z (EtOH#)o TF A MY VEH L7 O3l L Lo —fO~ 7 A3EEHIZRFX(0.1 g/
L)% R L7z REX ). IR O TNF a | IL6, IFN y B X OFCCL2 D mRNA % RT-PCR CTHEHMi L 720
Binge HiO/NME B X OBEBFERE % L. 16S rRNA ¥ — 7 =¥ 2N CEFEMZ . IT45 - BESE:
UMM HEO I 0 = — B TENFHGZ 1T 572, [BiE] EtOH B FFHLRK 3 I 2 il o B i 214 %
2 L. binge 6 R ZIZIME ALTEAS229 + 14 TU/LIZ EH- L7255, REX#KS1Z X - TR M3 #)
fill S 4L, ALTE S 95+ 10 IU/L & A EI2IEE & 72 o 720 EtOHHETIZTNF o, IL6, IFN y B L O
CCL2®» mRNA 255t A HE & A B LA L7225, REXFE G2 L) AEICEH S iz MW
EtOH# CHIEHE L ) S ABIZHWM L, RFEXEREISHE L 25 o /2o NEMll R 3o f#ET51 +
11% % 5 ¥ 5 Firmicutes Bacillif@ WA EtOH#E T3 = 1% & ik L, b D IR B TI2 £ 10% D
Firmicutes . Erysipelotrichi #8725 EtOH # T 68 + 6% & 1 L 72 REX % 5-12 X ) Erysipelotrichi #§ ? &
AT 1% K024 L, Bacteroidiafd D EIESEtOHEED 9 + 2% 5 550 = 16% (28N L 72 EHN D
KA OO KRNTFEM L 72E 10 2 78 L7225, /WG EHEREEREO R h o 72, [#w] RFXIE
EtOH#5:12 & 2 KIEB L OHIlEA A b L 2 Ol & 4 L THEEE 2 23E S w72, /Ml L <
VB R AL 24 U, /NG EZEO B AR TV a2 — VIEIFEEOREICEE TH 40 felt)s
RS NIz,
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Risk factors for hepatocarcinogenesis in patients with alcoholic liver
disease

) )

Makiko Taniai”, Etsuko Hashimoto”, Takaomi Sagawa', Kazuhisa Kodama”, Tomomi Kogiso",

Katsutoshi Tokushige”

1) Internal medicine, Institute of Gastroenterology, Tokyo Women's Medical University
2) Health care center of seibu railway

[ e HAY] 7ova— ViR E (ALD) (237 A v Ao gk (HCC) O MR AE L L CTHET
HU. 4 ALD OIS ERIA T % #a L 7e [oF% & fiE] 198845205 2018 4E 12, BEAIOD ™ £ L &
PR B ORISR RS GE SUE B RIER L L OB S ) . LSRN AR L 72 ALD %05
ELT, DaExtge146] (BPES0861) b L ONFREZE 43561 (B 4134 61) 12 BT, HCCAPERE L IES
BEBER O REG - A2 05 R 2 B9 A R bRt . 2) WIRBEEHCCIEEBE 6 H DL iR m Bl %26l
D HCCHIEIZ G- A AT T 5 Cox lbBINT — FET N 2 HGZBIT. 217> 720 20144 LA
MBI TlE. AT TR L 22 L a =7 (HARIFEFEST IV a_R= 7 S ; skeletal
muscle index SMI B4 <70kg/m2, M <5.7kg/m2) &0 IR T — 7 v — % W72 G HTH o
FERGAE S v v a0 F— (SW) 8HUC & B S REEBHT b 1T o 720 [BUE] )&% s HCCIE
GOk /A PE408/206 151, RFEEZEG] ; HCCIEEBF / &0 281 /154 BN BY L T FEGG BE & AP = (AR BE 138 <L
0Y A5 4 v 7 RSN DS ERIEN T, 4t R CIFME SR, El, HRRS IR, JFRLs T
AEH & BRI AR, SWIREL< 20 DN 2 k14 R AR Tl o tEE)s, HCC A PRI CIEG BRREIC
WL CTHEBEIZE» 272, 2) gk HCCIESTED 49965 64 5] T HCC 389E = 7R (R ER S
HgLfiE 1054F) . HCCHsHE OMO fEBR K 1%, Fhi60m Ll b - B - A6 - HERW A - v
ARZTIEEHTH o720 [KFE] ALD O HCCABREEIZ. JEABREE X 1 s CHFRIZS & B R A PR
A B S IS IR T B2 % - 720 Cox f#HT T ALD @ HCC 4 B o #h 7 i e I - 13
WERIEABE L L a = 7 IEG BT S 7z, ALD TIRIEIRAE DS B IR 7 B A AF L 72 s
ZERICHCCHSRE ) A 7 3K E L, A MBI AN GENADEH TH DR RIE &7z,

26






UE T

— R

28



1-1

HRNGTENT IR D EARI Ny 7 75 7 ¥ B & SR RRAR
ONKERE, Il #E. BE HA. GARET, BE s
SO T AR L2

The genetic backgrounds of fatty liver disease and disease
progression

Tomomi Kogiso, Takaomi Sagawa, Kazuhisa Kodama, Makiko Taniai, Katsutoshi Tokushige

Tokyo Women's Medical University

[H9] 7V 2 — VRS (ALD)B L OF9E 7V 2 — VPRI EITF2E B (NAFLD) (&[5 U g iRt
BT LN TNENORIE - #RIZKTT 2B/ Ny 7 759 2 FOBGIIAHZ b £ v, Sl
B O—1HFEL R (SNP) % ALD & NAFLD O M# 7 & NHFEZ (LC). ITHHligsE (HCC) DA RIS
Bt L7ze DR - 5] AF5RiE. 2005-2017 4F12 4 BE CREFRHELZEIICZ T L 72 ALD 118 8], NAFLD
20001, EHro gL ALD/NAFLD 62 (29-80) 7% /61 (17-91) i#% TH 511X 86/55% TH 5o MFA:H
F 721X BRIR ) 72 LC #1113 58/19% T, HCC I3 31/12% 12388 720 KA & 1) genomic DNA ZHliH L. 1)
AEG . BE - IRE - 7 ov 3 — VARG E ST O 10FEFH DO SNP & 2LC~DHERER3) I KITT i r
BT L 720 [FH] 1) &85 T O genotype #E % ALD & NAFLD T2 &, 7o a—uft
#RE9# > ALDH2 genotype (GGHY) 75 ALD/NAFLD: 84/44%. ADHIB (GG%!) 16/4%. &A1) A
7 WFOMTP (TTH) 62/72% T, . 5. #HEIL % propensity score TV v F ¥ 7% b B EAE% R
D72 (p<0.01) 2) ALD-LC & ALD-FELC D H#eTld. FEMERRR Y 2 7 ’HF D KCNQL (TTH)AS ALD-
LC/ALD JELC : 28/10% (p=0.019). FEMEiH 1) A~ @ ADRB3 (TT ) A375/58% (p=0.048) & ALD-LC #
B T & o 720 NAFLD-LC TIZKCNQI (TT &) »%24/11% (p=0.070) & NAFLD-LC T /& # £,

PNPLAS (CCEL)A30/16% (p=0.027) L AXHHEETdH - 720 3) HCC DA MR TIZKCNQL (TT )25 ALD-
HCC ()/(+); 15/32% (p=0.032). NAFLD T % 12/32% & NAFLD-HCCHI THZIZEHETH 72 p<
001)o F72. ALD TIIHEIRIH ) A 7 KT DKCNJ15 (GGH) 38/65% & ALD-HCC I TH =\ 2 EHE (p
<001). NAFLD Tl & PNPLA3 (CC%!) 15/0% & NAFLD-HCC TH EIARHEE T - 72 (p=0.045)o [#

FE] W UBRI R R TH ALD &£ NAFLD Tld, RG22 1) 27 T DA 287 5 SNP 25
%L L TV A IHEMEATRIZ S 7z,
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Effects of SGLT2 inhibitor on proliferation and metabolism of
NASH-related hepatoma

Takumi Kawaguchi’, Dan Nakano"”, Masako Hayakawa®, Hideki Iwamoto'?, Hironori Koga'?,
Takujji Torimura*?

1) Division of Gastroenterology, Department of Medicine, Kurume University School of Medicine.
2) Liver Cancer Division, Research Center for Innovative Cancer Therapy, Kurume University

[B9] 45, NASHIZH T2 F MY w7 AR 7V 2 — 2 L s R E R (SGLT21) O A Bh ik A3 &
NTW5, RiFFED HRYIE, SGLT2iANASH B EFHE OB & B KT T2 §562 L ThH
4. [J7#:] In vivo study: NASH B3 iF9E ~ 7 A €7V (STHD-01 mice) 12 SGLT2i(ipragliflozin 3
mg/kg/day) L < I methylcellulose (Vehicle) % 368 E H¥z5 L (%#n=6). IFEEZEE L%
i L 720 In vitro study: Hep3B M2 517 5 SGLT2 D38 % foiE et 15 X 1N Western blotting 12 T
Heat L7z, Hep3BMifL (n=3) O}5# FiFIZSGLT2i (canaglifiozin 3 u M) 3 L { IZDMSO (CON#)
BWINL, T2RRfE:RB I A Sl L 72, $ 72, Hep3BHIA O 2514 % Glycolysis Cell-Based
Assay |2C, RHMEWEZ 2 ¥ R — AATICTEH L 72 (n=5). [#F] SGLT2i# O IFEE £ & H%k
IX Vehicle # & B L THEIIMETH - 72 (EHE 32 £ 21 mm vs. 62 = 31 mm, P<0.01; fE#%k 2.3
+ 1.3/liver vs. 51 * 25/liver, P<0.01). #JE4:tt & Western blotting |2 C Hep3B Mz 12 SGLT2 D %8
WA 72 SGLT2 WwWhn728 M OMI I CONFE L b L ¢, AEIZWA L7z (2207 vs 379
x105 cells/100 mm dish; P<0.01). fHERGEMEIIHEEMICAEEZ RO T, A7 R0 — LREITORE S
T DA glucose B & W glucose 6-phospate V& IXMAEMICA EAEEZ RO Loz, —F, BRI
FEEY) T d A 3-hydroxybutanoate i & & butyrylcarnitine & X SGLT2i #EIZ CHE L A %307,

[#E 5] SGLT211& NASH B #H HCC l2xf L CTHIHIAICHE T 46 2 &G & e 572 F 72, SGLT2i
RO RTIE R, BEALZIEMALT 2 2 L S 572, SGLT2i1E, 4 b ke
x4 L CHFE MG o B85l & #0132 1 REEASRIE S A7z,
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Relationship between exacerbation of diet-induced steatohepatitis
and muscle weakness in aging

Kei Ishizuka, Kazuyoshi Kon, Akira Uchiyama, Shunhei Yamashina, Kenichi Ikejima

Department of Gastroenterology, Juntendo University Graduate School of Medicine

[B] v ax=7i3dE7 Vv a— VIEENIFS% (NASH) OBEERTTH S EHME SN TWEHDS, M
BEEOMEMEIL T 2O 2 TIE 2 v RIFZETIRIFEEMIC L 2 B L OB~ 08 L B
DWW~ 7 A% H TR L7z [J51E] Slilks (3545 ) B X UV55 B iks (s ) o i C57BL6 ~
AL, HEHAEND) D L IEER & HFD) % SHEMIBE X872, LEMEICIEREZEY v
TMEEAT - 720 BERERS (A +25) . RIER (@) . 0608 (Ef) 28RN E=4HE L7z,
¥ & @ TNF a . IL-6. SREBP-lc. PPAR a. CPT1A. IGF-1 mRNA & Ff J # @ TNF a. IL-6.
Atrogin-1. MuRF-1 mRNA % RT-PCR CEf L 720 [iER] FFHLEL I3 4E HED B LI 2 B 2
(B F 572Dk Ly M HED B T ERRERZE M % £ 9 FIH 2 KR 2 % 4 U7z FHMEAELLIE
TNk HED B CI13 A5 4E HFD BRI bR 21559128800 L 720 BT TNF o . IL-6 mRNA O 53Nk HED
HECIIAEHFDE LV & EF L72o SREBP-1c mRNA OFBUIME HFD B T3 A FHFD & X 1) & 4
ML7z0 —7. PPAR a . CPT1A mRNA O ZHUE#4F HFD B2~ HED B TR T L 720 5570,
WERER /AL B L ORJER /& T A ILIZM HED # ClE & ND #E & AT L72AS, ek v 8
FHTh o720 T OIGF-1 mRNA OFEIUIAAE - L D ICHFD B CANDRE L ) HIKT L
72N, M C L WIHECH > 720 BEIER O TNF a . IL-6. Atrogin-1. MuRF-1 mRNA O ZH L InikH
HFD#ECTIXEFHFD#E L Y & A L7, Udam] s~ 7 A CIARE &M (233 2 B o BRI &
O TCHER X OBRIGEE B FRAL OIS X D BRI £ B L 7ze —H. BB CIIREAMNIZL 2
B - B DS T AN O R NG F RO 2o R~ 7 A TR & BRSNS REEY A
M A DTLE L, BB TOIGF-1 ORBUK T ERHOLEXF ) F—¥E2FEL, K T2E
L 72T REMED R S 7z,
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NAFLD B #HICET % kil & Cardiovascular Disease(CVD) @ Byt

OB fRit!, % ALY, W6 HOKD. R HEY. I ORI, BK 0
FEH

1) BERFEE ARTHAL2R PR
2) HHEREAEE AT B KRR BE T L8R PR
3) WEERR A B ERS W
4) RS AEA E UR BT AL 2R PR

Relationship between drinking and Cardiovascular Disease (CVD) in
NAFLD patients

) ) )

Shunji Hirose", Kazuya Anzai”, Kota Tsuruya", Yoshitaka Arase”, Tatehiro Kagawa",

Koji Mausumoto®, Koichi Shiraishi®

1) Tokai university schoolof medicine, gastoroenterology
2) Tokai university Oiso Hospital, gastroenterology

3) Ebina General Hospital Pathology Department

4) Tokai university Tokyo Hospital, gastroenterology

[%5] NAFLDIZ—f AT E B LG R A XY D OFIER, JBERITE . JTERE) 27 25K
INCTAHIZIIEGEE XY O TH A LG SN225, RIMMEOEE ) X7 OARDPVEHIESE TRNE 2D
EhIHEEN TV A, [HW] WS S 72 NAFLD THIBEACVD RAEIC G- 2 2 HEZ WL 22T 5,
[53:] 197543 H 45 20124E 12 H M TR SN/ NAFLD 2 x5 & L7z, kL 77— % X—
275, HCV, HBV., 7 a— V& 8k¥, PBC/AIH, ZDMi% BRI 72, MO 7— % 234 L
Bk 7 07 — M2 L 720 NAFLDJEG O FFHEIIEA % NASH Clinical Research Network
scoring system (ZHEFL U CHFIERERE S 7 7 4~ REEHME L 720 CVD &3 - LIMESE. JEZSEMEO
A ZE, FEBSCEMZE R & L, BB E 7 7 — N BT L 720 RIS & IR E O 2= 2 Mg L.
CVDBMEICH S92 RN T, WHEAT L% Cox ILBI N — NIRRT CHENT L 720 [BofE] JERIE 233
B, P43 1 5%, HIE15361(65.7%). EREHIM 159 (#EPH: 05 — 41)4E T - 720 BRI E 3961 (16.7%) T
JEREE L Z0h L TR R (87.2 vs 61.3%). EIMEAE K (385 vs 22.7%) Td - 72 (p=0.05), fkiliH D
HOE T2 108dr/ B TH o 720 W HIC CVD X605 (26%) 12 58HE L 720 5895 H ARBH 1960 % B4k L
725311178 1000 N4ETd - 720 CVDSSIEICRI G- A K F & L TR BMIL B2, fRIE ., BRI
FRIIE L AT R 2 88 & L C Cox JLBI N — IR 2479 & L B IE (HR:3.0, 95%CL: 14 - 6.4),
/NEEPSE grade2 DUE (HR: 2.6, 95%ClL: 1.2 - 5.6) SH E W T-Tdh - 72 8iEIIH E Tk h - 72 (HR:
1.5, 95%CTL: 0.74 - 2.8. p=0.28), CVD Z&HEZ 134 1000 NAE TIEAIERE 10.6 (95%CL 7.5 - 15.1) 12 % L Ak
#175 (95%CL 102 - 300) CHEZEII R0 o720 [MRE] #IEIZNAFLD #: 0 CVD F&4E R IHIHIY 12
LIEEMIZHEG- LT ro/z,
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B fRIIRED 7V a2 — )L g mldEEh g & B 7 IV 2 — VB REN D
OlfiE B¥. WE Wi
TR o it AT Ty SR

Effect on Breath Alcoholic Kinetics of Alcohol First Pass Effect in
Low Alcohol Dose Study

Ayako Himemiya-Hakucho, Tatsuya Fujimiya

Department of Legal Medicine, Yamaguchi University Graduate School of Medicine

(] MES . AR E015me/L R R OMEASHE & 7 5 R ERHERS AL, BEEREEICBW T,
7OV 3 — Ui FEEHEE ) B E B R S (FPE: First Pass Effect) D2 % LB A LEMENE L TW5b, &
A, DEKEHZOIR T IV I — VAR F5 5 FPEICOWTHRE L7-. [HE] B 134412038/
kgBW @ 7 )V 2 — )UK % 180mL I & SR I IR A B L 720 2 o H A7 u~ 77 7 (FIS) I
THE ENPE R 7V a— ViEENS I 7 )L 2 — ViEEBAC) ZHM L7 C=FxD/VA [l -
exp( — ka x )} f x t %M L (Fujimiya et al, 1995), Multi. XLS 2 & % BYEEMAAT % 1T - 720 4l fiF
MR GE DN AT Ted, T — 8 2 MERTHIE L THET— & LIIT@BIT L7z WRE
O I HERE B A A & GeneFields-SNP®(Alcohol) % HIVs T ALDH2 &5 F Bl % ¥ % L 720 Sk A1 F25R B
IHO2EHIETI 2 5. BEIRATH 225 F N2 REEIE & Lz (ASMHFER H29-066) [R5 ATk )%
\ZALDH2*1/*1 73844, *1/*2755%4 T, # & BACIE *1L*1 #3019 = 0.06mg/mL. *1/*2FEH30.27 =
005mg/mL CTd > 7z BHREMRAT OFEH. AEARNFIHH (F: Bioavailability) ix *1L/*1 BEASF = 049 = 001,
*LOREDIF =059 £ 002 L HHI S 7z, [BE]AEIEKBINICHBICEX 280 7 )V a2 — VRO A,
RBHIAAVIRAE L 22 ) F=1 & L CEVREMNTOSURE L 70 Do — . ARWFFETIE, 7V a—VE1~2H4
AREODVEHIEICL ) BACIHEEE L2 ), FIEOK T2 5, FPEAA Uz L Hlr s s,
T’ 4 IZSEATIZE12 Ty 81441205g/kgBW @ 7L I — LK % 100mLIBERL & & 2 EER & 1T\, 12428
FPE #7r L7275 (Uemura et al, 2005), 4 Z O KL & RO CHMEET Lz 25, F =066
+ 013ATRENTe DLEAS, FEIZEBITZ LI — LERL 7V I — VEKE D TEIL$ 5 1 REE AR
Iz SNz, SO THED, PEMRIFFEFRZOMBEHEEICBITRIEHZO S L72w,
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7YX ATV VN EREPEEE (ARB) - A V=F OB X 5
HOHE LRI D ET

OAfR Hill, A A #H WZ. ok A I Bot. Wl B, FIEE—RE,
g Bk BOE—ER. EE O RE, fun FH. ORA BEE. THE OERE. deh S,

SFEOOE R IR HE OEE

AR ERIEEM RN B Las - P AR

Inhibition of hepatic fibrosis by combination of ARB and carnitine

Takuya Kubo, Hideto Kawaratani, yasuhiko sawada, yukihisa hujinaga, masanori hurukawa,
keisuke nakanishi, souichirou saikawa, shinya satou, kenichirou seki, hiroaki takaya,

kousuke kaji, yasushi ookura, naotaka shimozato, kouki kitade, kel moriya, tadashi namisaki,
hitoshi yoshiji

Third department of internal medicine, Nara Medical University

HEY BB TR P RICES T2 DO NTB Y FEHEAL % 3064 2 EEED
FRIIEELFECH L, TrixIhnF o, IE7Va— VEIRIIF% (NASH) JEREMEIRIZ B W T
AL EME (AcHSC) RIMBENEMIE (EC) 72 EVEELREEHEZRIZL TWw5E I &R, AcHSC
OMHWER Z /T 57 ¥4 7 v VIS FEEDSE (ARB) 12 X 2 FFEHELEIHIRI R I 0w T
ENRTE, L L, EHFETIZHEMERIC X 28 E IR0 TH O B OIEMELIEEDBFH
LINTWD, A0, BILA ML ARKIESET A A COMBIER 2B TH NV =F VIZEH
L. CNECTHIRLTE/ZARBE ANV =F ORI GIC X 5 FFEHEALIIHIRD R &2 M L7z. Hid:
HEVEG B F344 5 v M3 ) Y RZEZT 2/ (CDAA) E%EINE Y NASHEF V2B L72. ARB
& L CLosartan (30mg/kg). 71 )V =7 > & L CL-carnitine (200mg/kg/ H)% 5L 72c CDAA £
H#% CDAARE, CDAAEICARB## 5 L72#% ARB#., CDAAEBICH IV =F v 25 L%
Car#t., CDAA 12 ARB & Carnitine Z it % 5- L 7-#:% ARB+Car B, 2V U &H 7 3/ HRE%EIL
L7zBEZay ha— VEEE L, 12852 2 3R L Tt L 7z. f5 2 v T o~ —
# — & L TAZAN, a-SMA. Sirius-Red 4 & 72 & % 47 - 720 4 JF TNF- a % TGF- . LBP(LPS
binding protein), SREBP1 ® B2 DT Real-time PCR#: % Fl W HblEt L7z 72, HOMILA &
L Azl L7ze BifE - CDAARETIZF2-3 DML 2 520 7245, ARBH#E,. CarfFIZB W THEIZL
# L., ARB+CarBEICB W T E 512t L7ze T2 TNF-a. TGF- 5. LBPEE I FEHTH - 720
X512, HOBEA ML AF CarBEICBWCHE L RO/ ik ARBE A IV =F Y OHIZ & Y T
FRAEALIDEIRD R A 08 S M 7ze ARBIC & 2 FEMBEIGEEALIE B L O v =5 212 X 2 HRILIER IS
LD HFERESE 2 5Tz
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T SR D IR BB IR AR DS 7 0V 2 — VPRI E DR EE T ICH 53 5 A
= WNY A

OVLIl BEF-Y. #rdt #i2?. FeldsteinAriel?. %A  FHH1°

1) ZERFRFREESRZER
2) W) T FNZTREN T4 I
3) A 7 AN T K

Hepatocyte-derived extracellular vesicles contribute the progression
of alcoholic hepatitis using intragastoric feeding mice

Akiko Eguchi”, Yoshiyuki Takei”, Ariel Feldstein”, Hidekazu Tsukamoto”

1) Mie University Graduate school of medicine

2) University of Calirofnia, San Diego

3) Southern California Research Center for ALPD and Cirrhosis and Departments of Pathology,
Keck School of Medicine of the University of Southern California

[H 8] KENZBWTIIFHEEEOBETREDRK 8 0 B 257 v a— VIEFRETHED SN TEBD .,
RIFTH 7T = VEFRESEML TWd, EFERL L 7TV a3 — VERIFEFZICBW T, EE
A S i 5 Extracellular vesicles (EV) OBMEIIFEE 2 HE ST L5, A~ —Hh—& LTl
T2 2L L. BIFETIZ. A7)V — VIFEDE & 72 AH (alcoholic hepatitis) & 7 )V
YT ARG CTIREEITICE S TAEVORE L ZDORA N = A LIZOWTHRE L7z, [H#] AH~ Y
Z DM EV ELEEFMILE R EV (HC-EVs, HC: hepatocyte-derived) # 7 T —4 4 b X b 1) — X
F-BEMEEIC X D KRET L 720 microRNA ¥ — 27 L2 212X ) EVH O miRNA % [F5% L 72, #W~AEEITE
LI HC-EVs Z il LI 2B O AL 2 MG L7z AHR T b a— )b~ 255 2 % 45 8
L. AH~ Y ZBRMICEILT A EIEF 2 mRNA Y — 27 2 22X Y FEE L. #EfEFZ21t e HC-EV
O miRNA OBRIZOWTHE L7z, [ER] AH~ 7 20 EVHUIZE A28 L 72 (p<001).
721 EVidsmall EV & large EVORETH > 720 HCEVE D AH~ 7 A THEIZHIML (p<0.01).
X HICHCEVO 7 & LT 2 4 1 ®miRNA A HE % 12 216 L (p<0.001-005). = & 112 1%
profibrogenic miRNA & L CTHI S 1 5 miR-221, miR-126. miR-27 2 & F LT\ 72, HC-EVsId®h= X
CPFEMBEIZIL D A 7214, aSMA (p<0.05) *°collagen 1 (p<0.001) D #Efx T3 %= BE3E 1280
L SEHFEMEAZEEL L7z AH~ Y ZAOFEMBRFENICELT 5 344 EInT0 ) b, ZHPMKT
L7267 #Efn A AH-HC-EVs H# ® 17O miRNA THIH S LTV LW REEAVRIB S Lz T OFIZIE
FFEMPL O WEEALIZBI 59 % Smad7 % Nrld2 23& F T\ 7z, [#ERE] AH~ Y 2128V, BEENH
FAH D EV 2SI 2B OEMAL 2B L C7 IV a3 — VEFEEOMEITICES L TWbA I e #BHL ML
720
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7V 2 = VAR TERF 2 O BE
OmlL #I. e  #wE K MZ EE B\ B RN & 2B B
ERER IR A R

Analysis of alcoholic chronic hepatitis.

Youji Michigami, Mikihiro Tsutsumi, Nobuhiko Hayashi, Takashi Saito, Atsushi Fukumura,
Kazuaki Ozaki, Mutsumi Tsuchishima

Department of Hepatology, Kanazawa Medical University

[Bi] JASBRA (201 1) I2Xa7hva—)v (AL) MFEEDZKILETIE, SHIEO DL
RETEREN [RBEREMWEFL] ORFEIZ, ALMEBMFE LTINS & & HI1C, ALPEIFRE
DTN AFT Vi wvwe Sz, —FH. 201 04EIZAASLD T, Chronic hepatitis with hepatic
fibrosis or cirrhosis 2572 7298 & L CIRME SNz, £ 2 TEHEL bbb N ASEER L 72 AL SN2
IZOoWT, BHETA 22L& L [HE] 200025201 8SEFTIZHUFIZABEL, HBV B
FUHCV~Y—H—., VBB I ORI oy B 7HAERCTRS BT, FAERIC X ) ALY
BEELZHSNAZ49 16 (BE45 1. b4 06 Zxi%é Lize [HR] ALMIFREE 4 9 16k,
ALMERRRERT2S2 261 (45%). ALMERHEMEREDS 7 961 (16.1%). FFEEZEA3 3 841 (688%). ALME
FF%5 46) (110%) <. ALMEMFZIE2 260 45%) Tholze 2B, FHEEFHO—HEEE.
FTRCOBRBFERF TIZ, EHEIC & 0 IME AST. ALT B &0y GTPEOSEDRO b, [#EE] 1
9 9 24 ITEHIEIC L ) AL EED EEFESITONI, HRVANVAY—I =250 ALY
s 1 & 3 4 B, ALVEMSMEITZE & ZWr S N/ERNE 9 761 (5.3%) THolzo SRIOMEITY 4
9 1#Id 2 260 (45%) IZEEOLNZD, ZOZ &, LT LILIEhnwd oo ALMEEIFLE
ST REIEGOH L EEZRBL TS EEZ BN,
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Bk % ) — VB 7 ZADBENDREEL X OFRFHEORG

Osil 2|8V, Ba¥ Y, Al IEEY, EERERY, BE EAY, Jul &Y,
ot Y. KEF B

) HARERRY: HESHE

2) MRt RY: RESEE
3) HARERKSE BT MRS
4) HARERIRSY: FERIWEHE
5) HAERKSE HREMITHIIER

Effect of chronic alcohol administration on mouse kidney.

Midori Katsuyama', Takeshi Haseba'?, Masamichi Ishizaki®, Yoshihiro Sasaki”,
Takahisa Okuda®”, Motoyo Maruyama®, Toshio Akimoto®, Youkichi OhnoV

1) Department of Legal Medicine, Nippon Medical School

2) Department of Legal Medicine, Kanagawa Dental University

3) Department of Analytic Human Pathology, Nippon Medical School

4) Division of Laboratory Animal Science, Nippon Medical School

5) Division of Morphological and Biomolecular Research, Nippon Medical School

T - HIY] 7V a— VidEECTh 5 L EFICEYTLH ) . ZOMRAMED 2\ - 25 - thaiE s
%o TV b EYOLZ I TR SN Bl ot E s, =7 7 — v b BisClaze (L BIR Y/ —
VB L ZORHDES - FHIIL - 550 - HEIEO B CERIC B L T T eErH 5, =¥ /) —)
DO Pl FEIEIZ 52 2382 DWW T K DMEDH D5, BUIG 2 3B OV TOHE I D v, B
BB M =A% < HEUME IR OB VSR TH LI ENHONTEY, ¥ A= 22 TOHEL
12 Wz, AT Y ) — VOBENORBIESTZ B TTE 7 B, 7Thva—VvREO#FEETH S
Alcohol dehydrogenase class I (ADH1) BX T4 7 — )V |ZE Vv Km % £ Alcohol dehydrogenase class
III (ADH3) 13 FOEICEBIICLE DAL TWAZ EDHHL NI > T\ b, 2 TC57BL/6N <™ A
T =)V EEEICEINEE, BTOT7NVI— VO EB L UEEICOWTRE LD THE T %,
[J5:] 8> C57BL/6N~ ™7 A2k D L 1X10% =% / — K% 1 »HERXE72 (n=5). f#7r—
DICTRZRILL, JRE, 2L T7F Ul 7VT7 I UMl 8y 37 lzllE LT 7L 7 F= Ui
ML CIIMEETOMEDIT o720 2. Bafti L, i (HEZf, PASHA(n) B L OV TRk
BatEt L7z,

[RER] IREEa Y ba— )Vl (CH) Ity 7 — VBN (BEFF) TR LA, R0 27LT7F=2,
TNT IV, YR 7IZCHELD S ERTHERICHML 720 HBETIZCH L EMTRIRIRER -~
BT LMo AL EE STz U H b LR —~ B EEMBERA > L, BEEHIL-E 25,
CHIDVIEMRIIABICE BB I N0 RICEH T HILHDZERE L2 2 A, #E I3 T2 LR
NED PR FAEDIFAE L T\ 2o E72, RIREEIEEOMELZLB LU v 37 Ol 2 iR L 72,
[FEa] By ) — VB OR R, BEESHIERED—DOTHIL 7V T I vy BIUOBREAN R L Tz,
DF N RERIEEIKIE O FZ @ TTHE B K O RS O TN EEDSBE E % 21T T A T REMEARIZ S L7z,
T2, Y ) = VEBIUIARERMER —~ V2 F ML O b 2R L Tz, BEROME RS, T HEHE
SRS T 1) SRR LM A 1T > T AT REMEA R S 7z, &\ETRH & 2 HEDR
fRIZ SO FEETZDS, BTy ) — VBB OEEN B L OREREZLICBR L TW b Z L AVRIE
N7z,
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T2 — VPEFREEICB T A MIERESERE N Y A7 2 Vil (%CDT)
D W L DBET

Ok ¥ M ME. RIS —g. R BE. LB B
SIRERKSE BB

Evaluation of measurement methods of serum carbohydrate
transferrin (20CDT) in alcoholic liver disease

Atsushi Fukumura, Nobuhiko Hayashi, Kazuaki Ozaki, Mikihiro Tsutsumi, Mutsumi Tsuchishima

Department of Hepatology, Kanazawa Medical University

[EAY9) BEGE/RIE b5 >~ A7 =) ~ (carbohydrate-deficient transferrin: CDT) (&, Ifili& %CDT 1l (CDT/
N AT ) Y) OIET, kTR~ —7—& LCUairbHlnesnTB) ., ALTIN-F7 v
7 ZCDT A3 2016 4F | AV TSR & L CRETT S 7z, 4l & o 5 CHllsE L 72 1% %CDT A3,
CNFETOUEREHEL ED L HWHEEDN R L Db % HERBITRET L 72,

(7] 51, N-5 5 v 7 2 CDT #:12 TIfiE %CDT i % 5 L 72 AL PERFREE B 6561 (F 159 61 /
6B, FIIERTS5.6 £ 11.15%; NRIANF7 B/ FFRRHERE 1961 / AL R T 22 10 51 / AL PEF 26 1141 / AR
BRI 22 146 / FERABTERFREZE 4 6]) OfIER & FEERIEE 3560 (B3 H /3260, FI4E i
670+ 101m%) TH 5. Cut off ([H20% IZ BT HEEB L ORREZ KD, TNE TITbhbivbaiiliis L
T &7z Axis %CDT RIA assay kit (Axis Research AS. Norway; 1994 5. xS I3 aEE 6761/ JE
BiFEE 3961) & %CDT TIA (BIO-RAD. USA; 2004 4E#s5. %3513 AL 9526 651 /NASH13 1) 7 Ji%
FEB L OWRREE & L 720

[#55:] Axis %CDT RIA assay kit D [MliE %CDTH D cut off i % 2.0% &35 & JEEI1X645%. FrEpEE
13591% CTH - 720 T72. %CDT TIA Tldcut off % 266% & 3 5 & . ALVEIF D 2H123266% LI 1T,
NASH O 4BH32.66% Kiii TH > 720 — . GHION-T 7 v 7 ACDTHETIE, BCDTHED AUCI1£0.83
THhY. cut off [HZ 2.0% &5 &IEKEILT70%. FRFEEIL83% TH - 72,

[#58] ALMIFREEOHBNC BV TIE, N-F 7 v 7 ACDT I L A1 %CDT i3, #:0 Jik &
DZWESm L L Tnwh EEZ S5,

38



3-4

TV 2= VEHIREE - ARAEIC . B D) ZUkFEF — A B TAPPY
(Tokyo Medical Center Alcoholic Program with Physicians) ® ki

Oty AV, M EFY, HE EAY. il #F0, KE AR, ST %0

1) ELLRPBERE R E R v ¥ —  HILERNE

2) ENTIRBEASE RO R vy — KR

3) ENTIRBEASE RO R v ¥ —  HiES

4) ENIREAEEREEREE Y — V=Y VT — S —
5 WMBEBWE MR

Interdisciplinary approach (TAPPY : Tokyo Medical Center
Alcoholic Program with Physicians) for alcohol use disorders and
alcoholism

Masahiro Kikuchi”, Masako Sugihara®?, Ryouta Ishihara®, Yasuko Sato”, Yuuki Mizuno®,
Yoshinori Horie®

1) Department of Gastroenterology, National Hospital Organization Tokyo Medical Center
2) Department of Psychiatry, National Hospital Organization Tokyo Medical Center

3) Department of Nursing, National Hospital Organization Tokyo Medical Center

4) Social Worker, National Hospital Organization Tokyo Medical Center

5) Department of Gastroenterology, Shonan Keiiku Hospital

MBRIET80IRA T A AIMBETH D . O IRMEmbEL L CEHEEHRERE ZIT AN, ZEICY
72BN H B o WALEHERDSHITE 2 72 B LERNEHC AR T 2 7 — AD% (. 7V a— VEERR
P—BHAET 5 QEERNE D 12%) o UL, WEG 2 S ARRIEAS R L 72k Calke L. —Hi
BHEZNRE LD OOHET7 IV — VEEERE THART 27 —A0%4 L, 20 E— FEF27% T
Holo FIT. 3KOERROZETT IV a— VEEAROBELBIE L2, —2BIZ. R Lo
HETH D, NEARREM OB CRMEHZ T Vv b L, ) = v F—2 P 4RZ L, &
I E R A Y I VT T ONAER T 72 RO AIZL Y, BREFOBBEIHIK SNz, =
DOHIZ, BHREBEOERY =y VI = — DN AL TH S, TIVaA—VIEL Y F—EEDT
VA= )VgE 7 ) =y ZIKET 57— A, BB 7V — T~OSNR s PR R 2 &~ OFGE L
WCEELHEE Tk olze I2H, EBRNMAZLEL 575 — A CTHEBEEE ORI 3E 7 CREIH
EVIOIN=FLAEHNIKMERTHIL L, TRAMBOTU 7 I 0% E EFo kvt Ez 7z,
FZIT32HOERELT, 0074F11 A X h 7 v a — VG A Bl 7 0 75 A TAPPY (Tokyo
Medical Center Alcoholic Program with Physicians) % Bi#G L 720 238 & v 55HAR 12 *H*ﬂiﬂ'fﬁﬁf
v, ZfEIC L 2HEDY) O#ZC T Ay v a vIERE L o7, . TAPPY Zi## 1
WHELEHIEO HAZIEL TB Y, BEIEEOAR ST, BEHR ORISR xto%ﬁﬁﬁ#Oﬁ%
BMOABETO 7S 2280, 5F THBICENS Loz 7V a— VIERIEEE I i/ TEES
DY) EREALTIROBBCTHAATELAEN R TEE o720 T LT —2EHEIZL), 7
VI = VEIERBO AR ) €= FRAET LTV T PRS2,
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FACRY L B IS B0 B 250 1R D WSHURZ L D BT
OKif  f. f8K  #. EF M. B OBM. ¥F 85
TR RERERER AR LR

Examination of body composition change of patients with superficial
esophageal cancer after abstinence from alcohol

Takeshi Mizusawa, Satoru Hashimoto, Hiroteru Kamimura, Masaaki Takamura, Shuji Terai

1. Division of Gastroenterology and Hepatology, Graduate School of Medical and Dental Sciences,
Niigata University

[BrY] SR LRS- & L TiifiE. ﬂusher@ﬁé%ﬁ)ﬁi%hfwé EAS UK
HHIR R RET XA A Y POIREE LT, WERE. R TRE. Wi&aW@mmE@ﬁm#
HEH SN T D, SR A S RER RS 2 0 RIS, S5, R X 2 RHRA L2 MG L7z,
[75:] 20184E5 A ~11 A ORI AR Q&K 263 5 NARSE RO RE AR T e I BEAT B 09 C 24 RHZ ABE L
-HEE394D D) B, MR EDTTRETH o 72 21 L E BT R & L7ze ABERRICAIE S, flusher ©
FHEZEI L 720 ARel:, BRelr (LER%) . 1y A BRICRS 50T 2408 T O Efg 5 2 25 & % F v
THRE. HRE. B TIRIHRE. Ww%%ﬁ%%ﬂmbtoif ABEHc st X0 A, SR
Bafrv, A ZE L2 BE L7z ER] BT - FEhh R E79m%. B M/F)32/7, #il&E3
~4Fuy7ﬂFUV&%tU%T»:—»%%TMQ\m%aﬁbdymﬁWQMﬁﬁﬁﬁﬁmkﬁﬁ
/1% H t): ALT(15/17U/L. y -GTP(23/26)U/L. Plt(22.8/232) 73 /ul. Alb(4.0/4.1)g/dL. M2BPGi
0.9(0.3-2.66)COI IR : ABeiE58.8kg. 138 M #% 2.3kg & T (Wilcoxon #4751+ & AR HE . P<0.001). 1%
H 1% 1.3kg X T (P=0.001) ‘P& @ AFBcH439kg, 18R £ 1.8kg ik F (P<0.001). 17 H # 0.6kg ik
T P=002) FIE FIE = © ABEE1230cm2, 1AM 169cm2/& T (P=0.007). 1% A% 149cm2KF
(P=001) M5 3HHIZARLE & HRTHAMKL, 17 AR TEREZIKT 278072, PN = @ A
ﬁﬁmmm&1@%%B&mﬂﬁﬂ%ﬂmu1%H%Nmﬁﬁ?@ﬂ%%Wﬁ%%%uL@%%K
ERET 20720, 1y AR TR ERENZ 072, [Fm] BIEMABERE I 5250, %
FIREIC X DR LIE, RE, HRE. NEET R, ETHETEOSHEHBICL YV RL), 4%
R 21T FETH 5o
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Alcoholic liver disease in Osaka Police Hospital
Masahide Oshita

Department of Internal Medicine, Osaka Police Hospital

(B8] B2 - ORI ED AIET A VA GEBIEC) HREOHMZ o, TR EHNT
VA= VIZERRTAEIEETH L, S, BRETIELZZ7 V- VEFEEREZOHKBLOZZ
WCHAET HEESICOWTERZ. 5] 20084 1H~201 841 0 HIZHURHZABELZZT IV
I VHHEEREE4L 134 M F=347:66, FHEHRH62+ 1 4%, EMOM25~9 2/%).
D_ABEH$8 9 8. k] (1) BBRICBIF AT VI — VIEIFMEEEIT]1 9984E36%. 20
084E79%., 201 24112%., 2016413788, T2, 7Va— VIFESH L.
2001~05431%. 2006~104E57%. 201 1~15F53%Tho/z, (2) 7IVa—
VR EOMEIABEREOWNERIE, 1 13% M: F=105: 8., 42~925%). IHEESH
JF2Z205%4 M: F=169 :36. 31~897%)., Tofbo7 Vv a— W FEE 954 (M:
F=72:23, 25~90%) Tho/o 40MUTIE3I6% M:F=22:14), 209 HHF
WMZEFE15% M:F=8:7) 80U EIZ33% (M: F=31:2, &2 2%, IFRIZS %,
ZoM3%). (3) ABEHBIX. FHEGHE2 4 6 144, BIREGE 1 8 9fF. AL (FEE - J8K - INiE)
L 6 418, FTHREERE 7 T TH o 720 IHRBDAOIENK 2 5% T, o doid, EIIES
21, FEEFIRE ML M 3 O . I LM OEMIES 3 4 1F CTh - 720 [Fim] UBRIcBW T 7
Va— VEFEEREOBIML THE Y. B TIRBESL VA, 4 0T ClRIAEDOLENH A -
TBY (KHoHEEZ. ABBEESETIZIL 6%72D, 4 0% TIE39%). 4%, EEEOBE
BEBEEIND, 72, BIEICKRR T L HFEE DA OEEATICIZ S ERE I ) LEDVH 5,
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T3 = VARERERTED RE - BHIFR - § OWBLEASAKRS D FEAEIIE
1t (1993-2017 4)

Ol 5
FE LB A B R > 5 —

The trends in endoscopic screening for cancer in the upper
aerodigestive tract and stomach in alcoholic men during 1993-2017

Akira Yokoyama

National Hospital Organization Kurihama Medical and Addiction Center

7OV a2 — VK E TILAE - S - BEOHElS CER LTV, ORMRE LR T
5 —)I/(EtOH)ﬁ‘%'/’JC N7V FACH) Z AL 72X/ E 70 a— VERE D HEiRED AcH %
G Ll - TESEARE R Tl ADH7 2 AcH % 42 L ALDH2EMEAMER V. Bl - BESERNE S RE O
EtOH & AcHIZ# % S, & 5|2 ALDH2 N7 1 RIERNF fRIBE R - ﬂ;@@%mﬁiéﬁ AT RFEWET D,
1993-2017 4E 0 937561 7 FEH M (30-79 7% ; 54 + 117% ) DI MINARSEMRES C 13 BEHSEERRE & 1.1%, A
% 32%, B % 1.0% 22 W L7z ALDH2 N7 1 /RIEE 13 BESE AT D 56.6%, ELféJ%EO) 54.4%, 5 & D 30.4%
i < SHHIN O EAEREITHAIE L D L X 51 ALDH2 RIBE DS H o 720 BEALIEE CIIBESHERSE , AR, 5
55, B UIER2505%, 1.0%, 3.8%, 10.2% 12 & 5 #1720 1993-97 4F,1998-2002 4 ,2003-07 4% ,2008-12 4 2013-17
EDOSAEBIRTH D & FHSEED - B OB D 72\ W T 3.3%, 3.6%, 3.9%, 2.6%, 1.6% 2 FEHEDS T &
. 5 & FUBROBEED 2\ WHT14%, 1.2%, 1.1%, 0.3%, 0.7% 2 ERrsZh S, Z oM Ic5EsE
IR DM \CH B A D o720 ZORIMIC ALDH2 RIEE X 14.7% 705 17.2% (28N L, ik &
W g & BMIEINAS A Sz, 1993972 FLHe L L - Fis L BEE 2 #iE L - &Moot v X
Wid, A T3 1.04, 1.07, 0.71, 044 (trend p=0.002) T& V. H#E TiZ 076, 065, 0.15, 0.36 (trend
p=0001) TH o720 ¥ ) WEGD WA E A OIRAIER TH 2 2%, #7104 T EEHE S FW L,
C AU E R ERE OLL TR TE v, THED ALDH2 RIERIOEIA L fRilE Wi L T8
0 GRS o 7250 e BB ERE T AARFEDO TIETIEHEE L 2oHh b LHESI NS, ¥ FHEGD
WA E - RENOBEES LA L ACHE EAET L2 HNMELSE - BETHBTE 2 ko722 L
RLBMIDO¥MS ZOFERE L ThEbILL,
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7 v FOT Va3 — ) VIEIFREEE TSI B N B S % R
O %V, AT Hz?, @l —#

1) JRA RSy - BRBER AR A AL A TR R
2) THEREAEE A MY T i Be AR i

Characteristics of fecal microbiota on alcohol-induced liver injury in
rats

) )

Misaki Fujinawa®, Takayuki Ishige”, Kazuyuki Sogawa'

1) Department of Biochemistry, School of Life and Environmental Science, Azabu University
2) Department of Clinical Laboratory, Chiba University Hospital

[Br9] SiEIXSEREFEEO 1 O2Thb, RilixTHIL T, ZFbE) TV IV ASHEA ML AR
MO TN RECEFHEEL L ABBREZMABICTAII 22— a vy — LR ERETohb, L
PLAEDS, TIhI— VEEBIUIMRA ZAEGFEEREGISEI L, ECEL2HIFLEHRETTLH
%o VAR, BENMIE#E D 16S r RNA BIE TR X 7 7 NEHTIRIC XD, BBAMIRE#E S X
VB EEELZBAREEZ L O EPREIN TV DL, 22 THRIFA X, BAME#EE 7 Vva— it
JFEEE & ORI OV T Ty PETVERWTHFETLZE2HE L2,

[5:] 3D SD AMEMS » b (Charles River) 8PL#% Lieber-DecarliElZ & 1), 7V a— VEFTR
REE (P = ZIVERETHE) HAHVIEE0%E S 0) — % kb CiERR L 2mieaEE (F) v
ZOVEERET ) T8MM @ Pair-feeding # 17 720 SHAMDS5% =¥ /) — VEE ARSI EHEEE (n=4) :
TNa—)VEE) . SHEHB O Y O — VEAREFEHGE (n=4: 32> bu—VEE) OFF2HEEERL 72
BHEOT v MIREE., BAEZ 1T 720 PR & ) PIIRIER L % 47\ BEREREDIR 2 & &R IN % 177 5 72,
ZOB MEREEINT L/ - KiEx &4 5emBEERE %, PO RIREZ R L7220 PRI M
WERAR R NV TR %, REMEXITo 720 /M - KIBIEAED A A Mk, DNAZHIH L. V3V4
W77 4~—%MHLPCR%1T>720 DNAGHATWIE U MR OREEZIT 72, WA Y 7 b
T# 5 Qiime (ver 1.9.0)12T. WEZHERE L7z, WO RIRE TP UZEE RV~ VI THEELZ, £
7o O B I &2 VT AST. ALT. ALP. T-CHO. TG. =¥ FFF¥ &2l L7z,
[#R] Pairfeeding!Z & o T, AN F—BIE, FKEIZOWTIHMICAELZTRO LI o72,
HE Zet|2 X 23R HHMG TlE. 7V I — VBRI BW CTHULEIR & F0 IS EE o gk & 320 77,
Oy MU= VEEE TV I VOGN EROE L VO TR, AMEICBWTT VI — L
TH 2 Clostridium sp.. Morganella sp.. Proteus sp. 3% %5 72,

[3E] 7 rva—VvEEoOBANMEZECIEI Y ha— VEEIZ T, Clostridium sp.. Morganella sp..
Proteus sp. %% < . JRRE L BT L2 BEMEAVRIZ S NTz, St T I — VIEFEEREIZ BW Tk
HL TV TETH S,
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Faecalibacterium prausnitzii #£1$¢5-12 & % Leaky gut syndrome i
% & NASH iG# O ] aeTE

O/ &, R 'R, 7E  F
BT SRS R A B AT AR T A L8 IR 2 R

Treatment of Leaky gut syndrome and NASH by oral administration
of Faecalibacterium prausnitzii

Takashi Kobayashi, Takaomi Kessoku, Atsushi Nakajima

Department of gastroenterology and hepatology, Yokohama city university graduate school of
medicine

[ H 9] Leaky gut syndrome (LGS) i&. Bz /N 7HEBER S L V) I5E Mo iEEZ 5 X2 L, 4
HIALIRRBOBERE R DA D 5 BEEBUIITHET S EBWHBEHEEOZ Y FFF 2 UH%M
k% A LIS HEA Ly NASH OERETERUC S35 2 L s Twnb, ka2 E T2k
7OV 3 — VIR ERFE S (NASH) #1288\ CE EERHEI LB CH#AfE H Faecalibacterium prausnitzii
FB) WMETLTWA I EZHE L7z AL TIEINASHEF VY Y A% HWTFBHK 512X 2 I5E %
W& FRBEDE D EMET L7z [Hi:] C57/B6]. Sk, MEMEmD ~ 7 A % 5 A & A i T £
7 BE). Bmalx7ru— VEREESKREEAE (HFCD) AMNASHET ) (H#). HFCD + FBA
Wi 5-€7 0V (F#E), HFCD + FBIEEH5-E TV (DF#E) (25T &#E 10832 12:8MFE L7z, FB
W ZATCC L VA LDF O AIMBLE 2 Nz, EHED Y ¥ 75 %175 72, Mk, mRNA., i
T L, B8 %80 12 FITC-dextran # fl V2720 [#H] BE SR 2 W T57-0
FITCHHE L2 A, BEICILLHBECHEIMLZFITCEIFETAEIIKTLTEBY ., FBARK®
BOFGICL ) BEEBEIAEZICSE L2, /2. HECHKLFETIAZICHEESET L, I
WA TIX AST, ALT. T-cho. ZEJEIFIMMED A E LT 20072, X512, HREMAKIC BV
THAMEALDBEEIZE L2 20 SNOHETOHBIZBWIDFHTOAREICELTBY, FiEL
DF OB THEEEIIR SN D o7z, [KFE] ABETICB VT, FBOROE G E &k o fil# %
A L NASHIRRE 2 U036 S LW REMAVRIE S N7z T2 ORENRIIFBORBED LY L FICF
DREBTIC LB DTH D LD, FBORKE DS NASH O 72 2 {6 LD % 235 1] ge ks
RENT,
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1H-Magnetic Resonance Spectroscopy (1IH-MRS) IZX 57V a—)
P -5 S8 D T PN IR G 0

Oyl HEV, BA Jo—2. @ ALY, @5 HERY. R REY. i &R,
&

1) HHEREEBE AR i R e AL g
2) BUHER S BEAE AT R e T A L A R
3) Wil KPR AR R L ER PR

A study of measurement of hepatic fat mass using 1H-Magnetic
Resonance Spectroscopy (1H-MRS) in patients with alcoholic liver
disease

) )

Yoshitaka Arase”, Koichi Shiraishi?, Kazuya Anzai”, Kota Tsuruya”, Shunji Hirose?,

Tatehiro Kagawa®, Tetsuya Mine”

1) Department of Gastroenterology, Tokai University Oiso Hospital

2) Department of Gastroenterology, Tokai University Tokyo Hospital

3) Division of Gastroenterology, Department of Internal Medicine, Tokai University School of
Medicine

[Er9] BEFARFOWBHEIT RN D725 2 L%  RRNICITFNEI =Y =% — 3 2 LE0H 5 .40,
E=MHOEV 1H-Magnetic Resonance Spectroscopy (1H-MRS) % H\CIEREER I IFHIIRIT& % 1l
FEL, 7NV I—VEFREORE L OB Z MG L2 2512, IFMRSOE=4%1) v 7 & L COH MM
IZOWTHRES L7z, [HEE] 20154E7 A 45 20184FE-3 A £ T & Mt s THRIAIF % 728 1H-MRS #% ffi
AT L2 MRIATEIF R 2020000 5 &, 7 v 2 — VIR & B2 S 725060 (BB 42160, 2014 8 B, 4F i
JAE57 /) ZxfH & L7z 1H-MRS1ZGE## MRI (Signa EXCITE XI 15T) ,8-channel body array
coil & FIVy JTFAZERTIXIN CAM 3 x 3 x 3 ecm3 THll%E L 7z Spectroscopy AT I MRS 7 2> 5 i1 7K
WA A L a2 A & R 5 18 1 A% (In body) BML 8 & 9 At i & oM B = #ad L7z, £ 72 1H-
MRS # BT L 14 ERGE 208 2 72BN BT RN E O Z b2 AT L7z, [R5R]
Bl / ke & o FFBE I DT AST(HH B 4% %5:0.506), ALT(0.508), v -GTP(0.382),HbA1c(0.380), 7 = V) F >~
(0.487),BMI(0.387), ¥ &£ - 57- (0.491), IF & = >+ T A M (0511), IREAEEAAAL (0.519), R I3 (0.553) TZ
TNHEZIEOMBEE % 728 72 HDL-C (— 0.306) TH & 7% 8 ORI Z 785 72 s Ig I Wr i A% & (2 AHBE 1
o7z 1H-MRS % BT L 72 46 B B\ C Al & B haTIm 2 B0 5 FHEAR I / K o284k
L, P ULl (B B ), — 4.6%( + 282%, —917%) THh o7z KEREHF ) OHETIT ML OFEIZILL
TAST B X OPALT OEERDA B EE T IR /K otrEs= b A EICKRE D5 72(—55% vs
23%, P<0.001). [#aw] 1H-MRS I X 2 FFHefig il / K Hoid #8335 it 1 FF Jepe e i, 4 A 2 B LAl & AH B
LTBY, 7 Vva— VHEHFSEICBWTEREEZ N 72 RN R EEBENEETH D,
IHMRSIEE=4 ) > 7L L THEZRICOEHTH 5 2 LAVRIES T,
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59 FOT NI — VIEFREEEFVICEIT S GeLC-MS 71 5 % — A fiii b

OTEMEMED, Ik FBY, BF EBRY, A #BY, g Y. B sk,
B —EY

1) WA KAy - SREERMEE A LI gE =

2) LB KFHEEIMNERE SO T I ALV F —

3) MEEAMARRAMHR—- N2 THEZ ) =y 2

4) TIERFESHMERRE~ A ARZ MO A M) —BES W

GeLC-MS proteome analysis of a rat model of alcoholic liver injury

Sayaka Shimono®”, Mio Kobayashi”, Miho Matsudo", Yoshio Kodera?, Hirotaka Takizawa®,

)

Fumio Nomura®, Kazuyuki Sogawa”

1) Department of Biochemistry, School of Life and Environmental Science, Azabu University
2) Center for Disease Proteomics, Kitasato University School of Science

3) Kashiwado Clinic in Port-Square, Kashiwado Memorial Foundation

4) Divisions of Clinical Mass Spectrometry and Clinical Genetics, Chiba University Hospital

(B BHW] Fexid, 7074 — 24 - RTF = AFNTHEAM 2 T #iieefkifi~—2—, 7va—
VW E~x —H — O8R % 1T > T & 72 (Proteomics. 2004,4:1187-1195 ; Proteomics Clin Appl.
2009,3:821-828 : ACER. 2011,35:211-217 ; Proteomics Clin Appl. 2013,7:424-431.), 7B 5% 3 7 A2 &
LR~ — — RN, itk & D gel-based & gelfree (&5 FAR) (2T 5N TEDN T
LW % G 72 GeLCMS FhE B L T b, 4 AL SDS-PAGE & LC-MS/MS % & &b 72
GeLC-MS 710 7 F — AENTIZ X 1) 7z = fili~ — 71 — DR = AT - 726

(5] 4880 SD RS v b (Charles River) 9PVC#% Lieber-Decarli 12X ). 7V a—)VER
WARETE, () = VEERET ) HH0nIEZ0EI T — % AW CEHR L 2@ aE ()=
VA IVERET ) T8IAM @ pairfeeding # 17 720 SEMDE5% T % J — VEHBAREFIRFEEE (5%
EtOH, n=3 : #H 72— Vi), 8D 3 > b o — Vi RfEHGES (non- EtOH, n=3: 2>~ h o —
VEE) . RIOO4HEMEIE5% T8 7 — VEHFE 2K O 4-MIE T > b o — ViR EE A L 728
(n=3 : Z5E#E) OFI3MEER L 720 HHO T v ML ORILE. FEEZITV. 3 P L.
JEFE TR AV~ ) CTREE L. AEIGMAERIC L 2 SMu# %, 80C TRIEL 72, IiE %
AT, AST., ALT. ALP, T-CHO. TG %Z{#ll5E L7zc GeLC-MS 70 7 % — AN IZ T v b ITHERLAR
% Transmembrane Protein Extraction Kit TALELH, 100,000g T 604 M@ x 1V, x> 7
EL7ze &Y 2 TN EZERVAIERRE TMT (Tandem Mass Tag) CTHEak L7z kL7249 7
iR & LSDS-PAGE # 17\, CBBH:MED 7 IV 6 50F8 T & IZin-gel digestion %175 72 BERHAL
L72% ¥ 7 IVIELC-MS/MSHIE # AT\, 77— & R—=AH —F 12 L ) [ % & g & % [k - 72,
TN A= VEETRHBOEAN AL NI~ — I — 57 v /72 BOMGEE LT, BEEANTRE
SMHAR—MAZZTHF ) =y 7O AN F v 7 2B EB 60 % O MiEHA L v, ELISA TaFifi
L7

[#5 5] GeLC-MS 71 7 % — AfFHTIC L V) 256 % /S 7 EAENTE, 7V I —VHTXTT7 IV a—
WL gy Fa— VOISR (7Tva—)Vilt/ av ba— ) 200 E0b0ik9y v o3 s Bk
H X 7ze FEI25000 o b @ 1% carbonic anhydrase 2258 i & 71, ELISA THEFE L 72o carbonic
anhydrase 2 F & XIEHIERET0.38 £ 009 u g/mL. HAERF 1258070 =021 1 g/mL. HAH
HES5 G ERETI05+ 051 ug/mLTp<00l L AELEVHTRD LN, DIy - GTOW
W 5 non-responder |2 BT H O H L7,
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FERIGAE. 4 — 1 7 7 V—BiEREICE 28~ b Y 7 ZAE AT BIA L%
MENEA— 177 V—<—h—~DIH

OWRF &%, & e, il WL & —%. b
W A B 3 LB P R

Identification of Nuclear Matrix Protein Alternations associated with
Autophagic Dysfunction in the Liver

Shunhei Yamashina, Kosuke Izumi, Akira Uchiyama, Kazuyoshi Kon, Kenichi Ikejima

Juntendo University School of Medicine - Dept of Gastroenterology

[BEf] EAESREEO—DTHEFT— 77V — 3L DFEERICBWTRERRBICEKRT A L
BbhhroTElze —F, B~ M) 7 A&EH (BEANGEES) OFIELoSHiaigim - 5tz &
TG 5 Z EosidE S Mo BICiRIci i s s 2 ks 8 F 8 F pliEBki — 5 —
ELTHHSN TS, AFIFETIEA— b7 7 V—REEAREICHE L 2lE~— 7 —2[HET 5720
I~ M) 2 ABEEAOHENT 1T o720 [E] Atg7f/f (WT). Atg7f/f : Alb-Cre (Atg7KO). C57B6]
(B6]). NAFLDE7 )V & L CKKAy ¥ 7 ZDOFE L W &AM L7, BEAREBS O IRICE
KIKEN &2 AT VIR G R IS E AR BL A L L 72, BIA LA R 72 &I LC-MS/MSFRIT I & > THlE
Bz, MBI IEhoOREEAREE YA 7Oy b (WB) BICTHEE L. $/277 A
NFAEAEET B o S et % 47\ L BRI 1S TR OMBNBAEZ 51 L 720 [FER] ~7 AWF L 0
WL 2 ANAAE R O IR ITESKE TlE WTI10. Atg7K01064. B6] 639, KKAy 632 D5 AR »
N %1572, Atg7KO (vs WT) 22 KK-Ay (vs B6]) TEHEIAIENN L T 7N EHAZ R EFEAIX 16 AR v
MEIBESI, SO OEARELXITo72. 2D LEWBIEIZTHEHLEAZED, hOoREREIZ T
MR ANOREER R TEX 723031433 A v E—F v ad, A v E—F L BD3OTHo720 =
N5 32DEMITALETKO~ Y A L KK-Ay Y7 ADMLIEIZHBWT b RBEMZ R 72, [aw] +— b
77 T —RREEAE L ORI LI X - TR O~ b 7 AEEA OB 5 2 & 55 iR
BT AEEAOMEEHICOF - 77 V=25 LTwAbDEEZ N, —H, A=+ 77
T —BEREAN &I EI LIS L o THREASWINT 232008~ M) 7 A&HIZMES -7 7V —~<—
H—b LCTHMTSH ARt R Sz,
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HAANDT7 VI —VIHBRICHD BB ERMDAI ) —= 7
Of . ONAIANSZ, QB A PEBRET

VIRV ANVAT TS

Screening of novel germline variants related to alcohol consumption
in the Japanese population

He Huang, Yosvany Lopez, Kimihiro Hino, Mamiko Isaji

Genesis Healthcare Co.

Background: Alcohol intoxication/abuse has been historically linked to accidents and violence. Despite
its negative impact, many Japanese still consume alcohol on a daily basis, without regarding their
genetic sensitivity to alcohol intake. Therefore, there is a need for comprehensive studies aimed at
discovering those unknown genetic variants associated with alcohol sensitivity and metabolism.
These studies could assist in advising Japanese individuals on the right doses of alcohol to be
consumed based on their genetic makeups.

Design: To address this issue, we screened the genotypes of Japanese consumers for significant
variants related to alcohol consumption. Our cohort of samples included 11,321 males and 16,183
females. Their genotype information was obtained via their purchase of our personalized genetic kit
Genesis 2.0, and the later analysis using our customized Illumina microarray chip. As for the lifestyle
information, we relied on our customers’ self-assessment regarding their alcohol intake habits. This
information was finally used to perform a comprehensive genome-wide association study analysis and
uncover potentially significant variants.

Results: When the quality control for the genome-wide association analysis was performed, 308,736
variants for males and 308,428 variants for females were retained. The association results of drinking
behavior (drinking frequency per week) showed a cluster of single nucleotide polymorphisms at
12924 (p-value < 5 X 10-8). In addition, a well-studied functional variant in ALDHZ2 at 12q24 (p-value <
1.2 x 10-193 for males and p-value < 4.9 x 10-224 for females), which has been reported to have a
strong association in the Japanese population, was observed. However, unknown variants associated
with alcohol drinking behavior were detected in genes such as BRAP, ACADI0, NAAZ25, HECTD4,
MYOI1H, UBE3B, MMAB, MYL2, RPH3A, OAS3, and OAS2. Additionally, the variants in genes
BRAP, ACADI10, NAA25, HECTD4 were also in linkage disequilibrium with that detected in ALDH2Z.
Although genes MYL2, RPH3A, OAS3 have been reportedly associated with alcohol consumption in
Korean men, they have gone unreported for the Japanese population.

Conclusion and Perspective: In this study, we have identified new loci and alleles highly associated
with alcohol consumption in the Japanese population. Our results suggest that many genes in 12q24
appear to play an important role in alcohol consumption for the Japanese population. A well-known
alcohol metabolizing gene ADHIB did not show any significant association with drinking behavior in
our analysis. One possible cause for this omission could be the use of lifestyle information which
included drinking frequency instead of alcohol dependence. To expand the scope of future studies, we
will focus on collecting more lifestyle data that includes alcohol dependency and alcohol abuse. As the
ploneering genetic testing and research company in Japan, Genesis Healthcare Co. always aspires to
contribute to the well-being of the Japanese population. Given the fast pace at which the population is
ageing, we feel more than ever a strong sense of responsibility to share new discoveries with
researchers, healthcare professionals, and the general public.
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TV a2 — VARAEER I B 5. ADHIB/ALDH2EEFRIE, 75 v
YU, BRIBEHOWNR S, Fin & OB
Ol i

E IR PR A B ER v Y —

Interactions between ADHIB and ALDH2 genotypes, age, alcohol-
induced facial flushing, and alcohol reeking the day after drinking
by Japanese alcohol-dependent men

Akira Yokoyama

National Hospital Organization Kurihama Medical and Addiction Center

W5t ADHIB & ALDH2 D #EZF LRI T Va—veETE 707 MBI EL T IV a— VK
Tﬁ (7HE) DY A7 b D J7:: 39-791% OB 7 iE 4107 Bl % k5 & LTADHIB/ALDHZ@@
ZF R % L7z 4051 BT 5 7 7 A (ﬁushmg) é:FuEJ‘FE“ 969 B2 B H ORI\ T 5
) —F 7 (reeking) EMEONE %157, Bigl Iy T — VIRE D e TEA
WL BEERHY 07 B) %') V) R ﬁ‘ﬁk&ﬁ“«bﬁ)mi@@ﬁ% DE Lz, EEML,
current flusher. former flusher. never flusher IZ245 L 720 &L, TAEH H 12, SAKD - TI12
B LLE72 o T DIZHBEWEEbNZ D) T3 0] LEM Lz, BMEORKEL FEfs L
ADHIB 3B £ N ALDH2 =Bl & OB# 2 faf L7z 4% 79 v ¥ v Z7EMETIE. TEICR DR
FTWIEWREE O ADHIB*1/*1 A #1$ ADHIB2 A & & T, 649610 KIEEI ALDH22 A
HIZBWTH 484% vs. 774%, p < 0.0001) . 340261 DiEHERI ALDH2*1/*1 SRAZHIZBWTDH (6.7% vs.
10.0%, p = 0.0013). current or former flusher D $HEDSH B2 > 720 ) —F ¥ ZEME T
ADHIB*1/*1 BRAEE T T3] DORIEZEMN523% &5 <. ADHIB*1/*2 BRA# T321%. ADHIB*2/*2
PRAEZHT275% &K F L7 (p < 0.0001)s ALDH2*2 A& Tid43.6%. ALDH2*1/*1 £ F & Tix34.7%
THo72 (p <005, EOTI A MBI TIZ, 79y 7&) =%y 704 v Aid, ADHIB*1/%1
T 044 (0.35-0.56) & 255 (191-340)TdH 1. ALDH2*2T23.0 (186-285) & 156 (1.09-225)TdH - 725
ALDH2*1/*1 ## 43 TIZ ADHIB*1/*1 OB s & & 1294 L 722 (p < 0.0001). ALDH2*1/*2 f%
FHETIXZDOMEMMII R D> 720 ADHIB*1/* 1 #F % Tix ALDH2*2 DAEEA 60 L E T L 7228 (p =
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