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Maxillofacial Injury in Cyclists: A Biomechanical Approach for the
Analysis of Mechanisms of Mandible Fractures
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Relationship Between Step Counts and Cerebral Small Vessel Disease in
[ BE B [Japanese Men
(BARABHEI BT 258 & B/ E T & DRE)

BACKGROUND AND PURPOSE: Cerebral small vessel disease (CSVD) is a common
feature of the aging brain and neurological disease in adults and the elderly. It causes stroke,
cognitive decline, depression, dementia, including Alzheimer’s disease, and death; however,
|there are no specific preventive or therapeutic measures to ameliorate this condition. Steps per]
day may contribute to its prevention. The primary aim of the present study was to investigate
the association between step counts at baseline and MRI CSVD features measured by white
matter hyperintensities (WMHs), lacunar infarcts (LIs), and cerebral microbleeds (CMBs) in a
follow-up 5 years later in general Japanese man. The relationship between step counts and
WMH volumes (WMHVs) was also examined.

IMETHODS: We analyzed data from 680 men who were free of stroke and participated in the
SESSA (Shiga Epidemiological Study of Subclinical Atherosclerosis)}—a population-based
observational study. Seven-day step counts were assessed at baseline (2006-2008) using a
pedometer. CSVD was assessed at follow-ups (2012-2015) based on deep and subcortical white
matter hyperintensities (DSWMHSs), periventricular hyperintensities (PVHs), LIs, and CMBs|
on brain MRI. Two neurosurgeons, certified by the Japan Neurosurgery Society, independently,
assessed all MRI images in duplicate. Using a logistic regression analysis, we computed the|
adjusted odds ratios (ORs), with 95% ClIs, of prevalent CSVD according to quartiles of step)

counts (reference: Q1). We mainly ran 2 models in these analyses: model 1 was adjusted for|
age (years) and model 2 for age and smoking and drinking status (current, past, and never). We,
also ran another model: model 3 was adjusted for variables in model 2 plus diabetes,
dyslipidemia, and hypertension (yes/no) to explore what their presence may explain additional
|associations.
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'We also investigated the association between step counts and WMHVs (total WMHVs, deep
and subcortical WMHVs, and periventricular hyperintensity volumes) using a quantile
regression. We computed B-coefficients and the corresponding 95% CI for each WMHV per
1000 increments in a 7-day average step counts at the 25th, 50th, and 75th percentiles. We
reproduced the same models of the logistic regression, with the addition of the total intracranial
volume to the models. We declared P less than the 2-sided significance level of 0.05 to be
significant for all analyses. All analyses were performed using SAS version 9.4.

RESULTS: The mean (SD) age and educational attainment of all participants were 63.6 (9.2)
and 12.7 (2.9) years, respectively. The 7-day average step count was 8525 (3537). Steps per
day were significantly associated with lower ORs, with the lowest at Q3 (8175-10 614
|steps/day), of higher (versus low or no burden) DSWMHs (OR, 0.52 [95% CI, 0.30-0.89]),
PVHs (0.50 [95% CI, 0.29-0.86]), and LIs (0.52 [95% CI, 0.30-0.91]) compared with Q1
(<6060 steps/day) but not CMBs. An inverse linear association was observed between step,
counts and WMHVs. These associations were independent of age and smoking and drinking|
status and remained consistent when adjusted for vascular risk factors.

DISCUSSION: In this population-based study on Japanese men who were free from stroke and|
cognitive decline, physical activity assessed by the 7-day average step counts was significantly|
|associated with reduced MRI CSVD features (DSWMHs, PVHs, and LIs), except for CMBs,
demonstrating a J-shaped relationship. We also found inverse linear associations between step,
counts and WMHVs (total WMHVs, DSWMHVs, and PVHs). These associations were|
|independent of age and smoking and drinking status. These relationships remained consistent
and similar in other models adjusted for vascular risk factors. To the best of our knowledge,
this is the first study to investigate the associations between step counts and MRI CSVD,
|features measured by WMHSs (visual ratings and volumetric measures), LIs, and CMBs,

CONCLUSIONS: Our study showed a J-shaped relationship between physical activity
|assessed by step counts and prevalent subclinical CSVD (DSWMHs, PVHs, and LIs) in healthy
Japanese men, with the significantly lowest risk being observed among participants who had
=8000 to 10 000 steps/day, thereby supporting the Japanese and global public health
recommendations. We also found that higher step counts significantly related to lower WMH
volumes.
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The present (Ph.D. thesis) study’s idea came after completing my another Ph.D.
paper that investigated the association between seven-day pedometer-assessed
step counts and brain volume. For this study, we analyzed data from 680 male
participants of the SESSA (Shiga Epidemiological Study of Subclinical
Atherosclerosis) study. Even after controlling for confounding factors, we
found a positive linear association between step counts and brain veolumes,
including prefrontal cortexes and left entorhinal cortex in apparently healthy
Japanese men without any indications of cognitive impairment. This finding,
indeed, led me to investigate whether step counts were associated with
subclinical cerebral small vessel disease (CSVD) - a pathological features of
the brain—using the same study participants (n = 680). The literature review
also revealed no evidence on the relationship between step counts and CSVD
globally. Notably, there are no specific preventive or therapeutic measures to
ameliorate this condition. Steps per day may contribute to its prevention, We
herein investigated the association between step counts and CSVD in a healthy
Japanese male population.

[FiEm]

For this Ph.D. thesis paper, we analyzed data from 680 men who were free of
stroke and participated in the SESSA—an ongoing population-based
observational study conducted in Kusatsu city, Shiga, Japan that examines
factors affecting subclinical atherosclerosis. Seven-day step counts were
assessed at baseline (2006-2008) using a pedometer. CSVD was assessed at
follow-ups (2012-2015) based on deep and subcortical white matter
hyperintensities, periventricular hyperintensities, lacunar infarcts, and cerebral
microbleeds on brain magnetic resonance imaging. [ drafted the detailed
methodology, and later on, it was thoroughly reviewed by my supervisor (Dr.
Aya Kadota) and vice-supervisor (Dr. Katsuyuki Miura). Inputs from all co-
authors were also incorporated. Finally, the study protocol was approved by
the Institutional Review Board of Shiga University of Medical Science.
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In this Ph.D thesis paper, I(Mohammad Moniruzzaman) conceptualized and
designed the study, analyzed data and interpreted results, wrote the manuscript,
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Wb, MO TA NABENRES LTS TR S hi,

@Th fifReHE MR FERFToELTEY, £20S{ICBEREELTWS, =
DEA, FERNCHEMROSEDBTH AP LAHEEN T A FEEERS S,
S EIDHRP Tl Treg A< Th17 MIRIZIITENIRD bhidolc, —H T, CEE
5T Th1/Th2 FRRLLIEZ ER LTV, Thl/Treg MMEILIZIZHEZNTED b
ofe, ZOI &b, CE Tk Thl AIRBANC & B &EREER L TWA—F T,
Treg MIRIC & D REEEHITHR SN TV A TEERTR S s,

B, CEOERIEIEIL R A 7 ) oA bp=FY—, YFTooaxd ok
EORBEENABV BTV, FIEIERIR T CE B ML THIE non-CE EF & AZED
IHRERICHEET A28, AEEAREZ Y — AT L TH CE 23Ra#E LVWESI L7
TET D, 20X 57 CEREFEMICH LT, Th1/Th2 #ila/ 87 v ADEBZHET S &
5 AR IR OB SRR B TEERH S LEX b,

[#5s] CE DFEPIME Th1/Th2 #I/3F Al Thl MASEHT & 20 . F7-, HEMR
O & iz Thl MBOBIEAHEMNT 5 2 &, Th MEIIREHEREEICERE LTy
B Emb, CERFEHTFENEAD Th a7 o A2 EMTHZLEZALNEL
s
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HOEYESICOWTOREE Y2 RHERALEANERELYLEMAMDE. TASETHEN
LERRLIBHE BEZVWELEE, LB THEMANLAFICOVWTER
EMAREREFHEFER AREXER. LRCHHHCRROH A

BEERKEE B FffoTWhEENWELD, XEFFPN 12R2LBEoKRETH B,

FURFERAL - _dLig #

[&4]

HHEX TBETENBRRLFREE OFRE~WTREZEL, 55K
KHEET2TFENEREMREEEL. TP Th AL A—T MR B4
FERAEZCLIIEFLLTWID TR hEEZRFLE,

[FiEm]
EMNFEAEMEABOERBLIVERLAEFECDVWTIHEBEERN KEER
EMABEHEARFTRIEHIFO, Flow Cytometry B X UOH kA EReE
DFEECODVWTHEERRZEONEREAYZEEM BB HOEE %
Zillk, BEFEABRLOREHOLEDORERBREIZSOVWTHEER
REERBREEFREFREZHBNEREHEOREL T T,

[BFgE D HEAT ]
EFFEARBBRORDBIBHEENKFERER A ABEREFTHETE
B.ZZREXER. THEMBMH L HITT oM, TAUIDOTTOH
EFERCT—FOBHF L2, BHEEITo 1,

[fexxofER]

BEHRERKFERFRANFHEAN XA RS I CEEER KEL
MBREREEDFERARENAPOCRASFERVEZOME2Z T 28
L, FHEFNRIAOCHPERVCEROERZIT 72, BT, WEER XZ
ERFEREAREREXTAEN (FR) | TG B0HA, CHEASTFHT,
MESHEE, BEERRKFERREEFHERBRFALBERBEES
JUHEERREEMBEREENZIRZETHEORB 22 2,

[#EEB 1I2L4ICE-EEB]
(REFEEPHFEERAALZEDTA4LE2BIRVWESEFTE)
EBRAOMERLEHBEAIPOBEMAMTHAZ b, BEERNKFERER
AR EMEARAMN TSR, XEFAIGM (FR) | 8 —MHEM. TEHE
TR, N ELE#HZ, BEEER R EERAREEXEEREZINE LB E
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SGLT2 Inhibition Mediates Protection from Diabetic Kidney
Disease by Promoting Ketone Body—Induced mTORC1 Inhibition

CHEFR IR HE SR IERT L2 6 9~ B SGLT2 PHEZRIC X A BHRrESNRITIZ,
r bl FE & Uiz mTORCL BERH 5 LTV 5)

Cell Metabolism
Volume 32, 404-419, September 1, 2020

i BRI, AKEF, ETEA, KERZ. WIREA,
WEEF, RENF. &EHE, &7, Eric Mayoux,
Michael Mark, HIEFEF. BEAF, FAE—. &I
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SGLT2 Inhibition Mediates Protection from Diabetic Kidney Disease
by Promoting Ketone Body-Induced mTORC1 Inhibition

FALRICRER | (Rt BRI 35 SOLT2 JAEIKIC & 5 BRMHRICIL,

& bR R 24 Lz oTORCL AR HE LT S)

[Wrged B Y]

AERERIE R N b LA R AR A 5 SURAY BRI TR (DKD) (o5 T 5 e IRE ORISR & L THEE
REETHS, —F T, BEREMHEDRV KD OEARMATEY , IE-CRENEIC X 2 BRI L & EhicpEd
PEALRINEREEY —ETHS LB XA TS, TOMBBMIEEZNA TR, TIT, TSI, SHEA
% RTS KD 28T, Al iamiBe s LEAREML T CAR L, BRE{IC L 5 ROEREL
A LS KDDL BWTRICRASLELDS L S Ickai,

TR, SOLTZ WA 7 A I CROBE ML S THRFBEOHHETLEMETSZ &, 2k, AERD
im#mmmmw bk LR ORISR EE STV S, ATP AL HHUMN CILd EIEEMLo X E L FEL
TWHBELRAEE T, JORHBRBEETEN LR 2T BREERMbs - L
HFShTHY, TOREXZ AL L-FHH DID iAo\ IAREA TV S, £ 2 CHIE bk, $iti: DK i
FRBAYE LT, b 32— 2@ ATPEEEIRTH S Y b fhibiat, SeLT2 PRSI 5 RIS T 5 L oERE
30T e, E I DED BV TR REIE 3 L UHRIRERET TO The mechanistic target of rapamycin complex}
1 (nTORCL) O @RITCHEASHIBOHERICBIH D Z L BMESNTVA Y, TOWRERF L L ShTHiRWY, £2
T, DKD (56 BIEAL RS L URERE T OEETAR nTORCL FLEICH L T, BV TATHD & bk
HIANCIEM LR RIEEIR L JET 5 L ORI E LT, BIRE{EE T v, MEALRAAE R4S nTORC] iR T T
e, B2 HERAET A VAR AV TUTORER{To k.

[Fik]
OEF£H - WIREHEEF v 0 A LB 3 E R T O ATP EL 0N
SR o A L BN E RN ApoE K= ¥ A (HFD-ApoE™) DEEMLR AT E MRS L, 7 FUlEEEh
NWERAF—T ) -0 RE fE, FOEEORLISNEE - & o FHED 3 BHCS T, BT LizikD
ATP SRERIE L,
@WRELET v U RTEH 54 b EEH R - SCLT2 HER TORRMIHROMN
10 B & 16 MARIENE & 2404 7 HFD-ApaE™"~ T A &{ERE L, ¥ F-HABGHH THS 1, 3-7 ¥ Vi —i
(1,3-BD) BEVSCLTZ AEF 7Y 7oy (0d) & s MEnSS L, Wi, WAEREE., % AP
Sk, IEALREEIRMETO nTORCL FEE R IR L, E6ICHENES b AEERIANEEEY Hnges? & ApoE D& 7
Jul T UAERERL, =N L 3 WREHREBIELE,
%) 1. BRIXMEESE, WROBM - Fik - &R - 5 BRORICTRIEKL, 2TF

BETIATEEHAVCHTETLZ L,
2. XENOMICIFRALRNI L,
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AR 3 0 2 (BN - RTL3EA)
(#eh)

@I REE R TSC1~ T RSB B4 b oSS - SOLT2 A EE TORRSHROMEN

WRBETD wTORCL IEHETTHEIC R T 5 & b A EOB T 2 AT 2 dic, nTORCL IMWRETFCHS TSCl BEFD
flox = A & Tamoxifen HMELEALRAIEFRAY Cre FH (NDRGL-CreER™) = & AZEMIZ & ¥ Tamoxifen FFUMALE
Hir AR 45 A0 TSC1 il o A (PTEC-TSCLY) Z{EUL, 1, 3-BD B kU= 0405 COMRBHREZRIELE,
|@RER 2 BESRINEF BT 54 b o kEH M - SCLT2 FE TORREDROBN

1038k db/db = 2 A LT, 1, 3-BD B LU= 3% 2 AMENREL, 7o L ROBE, ABhikpE,
4 ERIEARSR T D nTORCY FFIEI 2V T LA,

[RE5]

OUFER - 7 AFRBECIIEREMERIC L Y ATP ZRMS EF L, HED-ApoE™ = v A RMIE T rIfENEE M ©
TP B EART, & b oARMHEIC X D ATP A LR LI,

@UFERw 7 AT, HFD-ApoE"™v U Atk, WBMBIETERT ML A F 2 ¢ LA, WHEES, FRlH
ATP EHHET 2887, 1, 3-8D B K U= /S8R, P4 b RIRE LR &MV, HFD-ApoE "= ¥ X DRI
F. WAARRE R G S, WIREBAATP S RE EA S, 51T, HRD-ApeE” = & 2O RGARHLE T,
ki&ﬂﬂﬁﬁ‘ﬁiﬁ? mTORCL fE4E & 7 pS6 SEHLOTLAL & ABIAEIEMLEER CPT1a BEOMENIEED Bhis i, 1, 3-80|
B LU= /SRR C mTORCT $f) & AERAEEEHE DT Ase8d binic, HogesZ & ApoE RF TN/ 97T bw U A
ThE, =R L BMP S bR LR R DT, FRGHREED bhihot,

@Tamoxifen #¢5 4 M@ 12 MPk PTEC-TSCI = & A ThE, TSCIY = o R ck~<, Wik, HiEftR@¥Fco
WTORCL DFEMETLHE & AEMIREER LB T, FHEEET £, 1,3-80 HBJ T Uo L 54 b ffitidic &
D E b DREL THREL R,

@db/m = 7 AL, db/db v 7 A TRT AT L LHEHEREN, ARERIRGLE TO WT1 BHEMIEEOET
IR LETT 7 4 S n iy FUBERIRORKL S0 RRERS, pS6 RETTLR DN, 1,3-8 LU=
LOERTIM T 7 P AFE EREHD, FhoORERSTHEREDE,

[#£]

FERM & & 0F LIcHIRTEIC X 5 DKD OMIETiE, SEALREE T ATP BEEAMERFERRTFMED & 4 b i ftritic
ZHEL TR D, & 5iC nTORCY FEMETLME M RRHEEER L DMz H L L, BREORE &R Mo TV S it
HAxbhio, £, SCLTZ AEIEIC L 24 b LA, RRBICBWTFRARTHD , HEOERICED Y 5
BRER{LIM) 2 b 7z &4 nTORCL 240145 = L BT S iz, 2% D, DKD OIRALIREE ISR 5 o b o HRlkig s,
ATP BEAE &40 5 =L X — 8751 T2 < | nTORCL FEEIMMIC & 5 RN ERE b OEMI% b= 6 L, SCLT2 BAFRIC
LHWRWICFESTI LN LNL 2o, ERRARL ST 5100 2 BERFICH LT, SCLTZ ARSI L
B4 bR LR, RIECSI B nTORCL M2 4 L ORREHELRML T3 itk S il KB
DEREY, & b RC L 5B — MO LU nTORCY #MFIIE. DKD OFFHISIEREY L 42 5 arRbieAs
mERE,

(sl

[DKD =% 5 SGLT2 PAB IO MRS R, & b AKX B W~ 0B A2 R ¥ — {83 £ U nTORCL i
ik AEhEELOR#EBFS LTS,
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HEHNBACDONTORES

BRERKFEE B

FMHEEKS Em —I

Al

(348) _
WA THRELRAEOI RN E—RM) KD WT ORI Rk 25
SF. CNETORET, SCLTVHESERICEZ Y Fo B LEANBETOLR
NE—RHOUBEFSTAMEMESREIN TV, BB REFRE
i EHWwEFRSERERZRN T WMoz, :
L THHMEREMNRIE BT I RN E—RBBLUT FhOR
BEHONTTERSRHERF o 20

(5 w5 ] ) :
YO ADEE, genotyping, MEERNERE M - RERFE, -7 0K
FHERMITICO W TIRAKERASENMBEIC, BEY > TV ORR, 5k R
ik, Western blot JBHICAA L TRWFEEFEEIC, IFMRMEBEMEIZD
WTRERAREICEEEZZ T,

(HF 5% O i 17
LEDREFCEBRFEBIURFFEOBELEZ I, 2 TOMWETFE,
FoYORBEZHMBENTo .

(fXDIER]
AKRBEEAEHABMICEBEFE, BRODEET T NS, HHERHXO

CHE, MROERET R, ERBRIFELETOFRIIOVTHE,. ThEh
HEEWEEWERELVBFEERT RS OER TR, HAE—HER.

AINEEENE RFROER - FE - BROBPICDOVWTHMBME T E
HE, MXOBRBREZT =, BENIZETORENSERLEBXOEKRE
BTk,

(HEFHEN AT EoLEA]
WHEAEVEGEELADEPFMN TH o, BREFIVSREHEY,
BEZHEWE. TO), AFFN DARKE-ERBETHS.
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The natural history of spontaneously occurred endometriosis in cynomolgus
monkeys by monthly follew-up laparoscopy for two yvears
(=2 A P CTHBRSEE LI FENBED 2 FMOBIRERZEIC L 55M
The Tohoku Journal of Experimental Medicine
Sfn2 48 AT
#EH : Kaori Hayashi, Misako Nakayama, Chizuru Iwatani, Hideaki Tsuchiya,
Shinichiro Nakamura, Kosuke Nonoguchi, Yasushi Itoh, Shunichiro Tsuji,
Hirohito Ishigaki, Takahide Mori, Takashi Murakami, Kazumasa Ogasawara

(=) HENoMicixEA LR &,
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Bl S (BREEL - SsUEL3EH)

moX N R E B

(50 57 L hHEY
% R

HEETR RQR

The natural history of spontaneously occurred endometriosis in
AR B g ’
cynomolgus monkeys by monthly follow—up laparoscopy for two years

[BAY] FEAREDRTFEBELMESFEUNADOIBM TRS - WHET5RETH
V., EREROLMEICABREBESTEL VW tBBEE LD, FERBENRE -
T 8 A 0 = X LDV TRWE LTI Sh Twigh, FERBEORE
RENIEIERNORETH DA, b MIBWTILE OREM) L EHE O MEGHHRE L
fTOZEMTET, FTERNREREOUE - BENROBRBEMAET S LI TER
W, B=2 APk b ERBICABREHEZREOMTFNICLELLTREY ., FER
BOE % B RFE LIEDHE bEEIL TV 3, AR TIIA =7 4 ¥ TH 1 EEE
EHRELZTVREOCBRRBE LR L, FEBIZ OV TORFEITo .

[FiE] A EHEE L F— BV TTFENEEOBESEELTHWA =2
A WAL FRICH LT, SSFRTICEESERELAIC 1B 2 £MGITL, TOFR
EMLPRE D B ARRIB 2 L iz, BEORBEFMT 5 DIKFEDOKE & Ll
OEMAIC LD EFRFR 14 SlZHB L, TOEMOEILLZRaT7T{LEITo1, BA—
EOEESREIC L ABBETFMT A DI EOL{LDBEE LT, £, MK
EADTHE 21T 5 7212 HE ek L URERRIh S Re T 1.

[#R] BEM IR 2RO EFER<, EEEREZEA 0K
B LCEEZRRBOadol, BEEMT 7 ACTHRBIEL< AREZEDEDS, 3
[BE T ARIIRRAIT, 1 BRI P AREBO Aok, EESREOR, 1T
ARSI A R OREFEP A~ AR, e 2 BT B R A B0 R~ 0
2RO,

WEIOEMESHRE T, 45. (11 BEP 55 CHBEMTFEBORICRELRD, &7
T ABORFEERDIZO1E 9. 09% (11 B 1 58) T, IRITFEE 2R 3@
TRinods, 1B T 24 » AR LR TEREORIREEZRD LN, TOMOEETIE
B b L blcF 7 RAE~DEREZBDI,
FEDEIESERTT TH 77 AED R 2RO T-DiL 9. 09% (11 BB+ 1 58) T,

(F=%) 1. BRXAEEEIL. MIAOER - Tk R B8 - HROIBICERL, 2FF
BETCIATSERAWTHFETH &,
2. ¥EOMIZIZTBALRNI &,
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Al 3 w2 (BRfelL - I LILA)
(fEAR)

FTIAMEMBRICHELEDOIL 18 1% (11 FEP 2 58) T, 72. % (11 FEF 8 5H)
TIHEEZ RO b ofe, 1824 » AHROBETIL, £FTH /7 ABICHFLRD,
DI BY 7 ABOHITHRD DX 30%(10 P 38F) Th oo, BEMMPI~T
OBEETHZRFESHEL, 2BETIVNESRFELEOHELAERDZ, TATOAKT
FEABREDET 2RO N, BITEERBFRIILVERboT,

T LR D AR LIZRMO HE 2 TiX, & hOFERBIE & REIFEN
Bl LR L MEMREZRD, w/u 77— woSko@leERdik,
BMEEIE TR L2BEEOMERE CIIEEROBE L IRE EEERD 1, REih
B FEE Cik, D3 BT MR L, CDI63 Bk~ 7 v 77— DREERbIE,

[E8] FFEICBWT, =04 FLDFERBEZL b &RBETEDORIET,
(EITEE A ChH Z EMNA LM oT, FIEDEESERE Tt b TOMFIREER
ML THHF IV 7ABLY LERTEEOFICHEERZEEYD, 2 EROBRE®ITBY
Th b b TOEFREATH L IIRTFEEERERZ RO BEL Ve o i, BltF
ERICRERFRTAZ LI INETOYVCRBITAHE L —HLTWA, IFRIT
BRZABEE LT, & b ERRYFAIEREECHMEMIICAR D Z LR, IPF
EBERFEREML LOERARLEBERFERIIFEV LTI EBEZILN
oo o, EFERBRV A=A PN TIXIZEALEKRERDRNED, HEF LT
B 2 ST mTREMEO H S EARICIIESEM L2WE L BEZ bk, Zhix
E FOFERBIEORERF L LTEL R ARG TV A FENIEBIER Z 3R
TAHMREEZEZOND, —H, TRNETOREITBNTH =7 A FALTIRFEEZR
HALOLBY, BHEBRLAOFELEZ NS, FFEICE N THEFEEHECE
IR ERTRD BN A RN H 5 L B X bz, FBUEDEITIZEEZERH A
BELT, BRETHE M RAREEHICSEMEND D - L, BRLOMFORES
EECERDHDZ LBRERLTWAFEERE X i, RERAREFLREIZBY
T, CD3 B T HIBA &, CDI63 B~ 2 o7 7 —UOREERD, JNERFETESA
HETALOBDoT-Z L X0, SEFIGIC L Y RITMETFENESHER ShilE LT
HREMEA TR N,

[#R] FAHE TR =2 A VL TERRE LEFERBEREOBREZMDTHL,
IZlfe, EREA=IAFLOFEREERFLLTEY, £ FOFENEEDRER
FERCEEAIER R T AEN = A FLTERREMET L LR Y | EEEN <
— A —DFRPIEFETIEOMBIC RN A AREERH D,
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HEHYHESZOWTOREE

BHRERKZE B

FUHHEERA : _# FE

[#%40])
HEERFEREEOREOCTEILDWTHELEL, £ FEREF
ENBEEYERRET A=A PALTCTFEANEEOBARBLAEST
B EITLVFAEIZLDVWTORNET- 2,

[ FiEem]
RMEERREUHEGRERFR L L ¥ —TBRERVEFR L EICE

RSB 24T v, B E B K 508 BB 4 5 1B R I R 4E B B R UM 1L BY

BichmlmtFReanBELZIT 1,

[ % D 5 47 ]
BRESERIELUIOFEFHEE T — 2 BIT R EERIT- =,

oo ER]

UEERKFREEMNEHAEFHEFREE»CRBEFERUVEZDE
SEZETRBL, MLUBBLERATHIOBERVERROERZIT -7,
WXREEERKRERENHFES T ERTEE, FRAERVCEEE
BREFEERFRABFEHREN LEBRORMEZ T =,

[£FEHER 124 ICE-ER])

D=l AFLEROCIFEOZOBRBEERKESTDEGREN KL
Z—kELE TBELARVEARIE, MERNEVEMBTHLZ En
bRECWEHREE, BBEDR/V=v 7 Fentd, BEERKEERS
FEBEZ D ERANERE - RS c mEBE - PIUBE, BEER KX
ZEMNEFRANZHEN LESERCEHEMA RS XK 22EE - T WL
Wicizh, EFEER 2ALE-LZRETH S,
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EENLRR 3T
Infiltration of CD4, CD8, CDS56, and Fox-P3-positive lymphocytes

in breast carcinoma tissue after neoadjuvant chemotherapy with
or without trastuzumab.
(#i HER2 #ifk trastuzumab BFEIC L 2 LBERFT~D

CD4, CD8, CD56, Fox-P3 Mkl v <3ki3il)

Breast Disease, vol. 38, no. 2, pp. 57-65, 2019

Naoko Ttoi', Tomoko Umeda"*?, Mitsuaki Ishida®, Satoshi Murata',
Tsuyoshi Mori', Yuki Kawai', Kaori Tomida', Tomoharu Shimizu',

Ryoji Kushima®, Masaji Tani'

'Department of Surgery and Consortium for Community Medicine and
*Department of Clinical Laboratory Medicine and Division of Diagnostic
Pathology, Shiga University of Medical Science, Tsukinowa-cho, Seta,
Otsu, Shiga, 520-2192, Japan.
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|Erratum
Breast Disease, vol. 39, pp. 47-49, 2020
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Infiltration of CD4, CD8, CD56, and Fox—P3-positive lymphoecytes in

breast carcinoma tissue after neoadjuvant chemotherapy with or
FUFSCER |without trastuzumab.

($i HER2 $if trastuzumab TR 1= LAELAE BET~ CD4, CD8, CD56, Fox-P3
REHEY L/ SBR 2

[#F2Em B ]

HER2 [BHESLEE OEEHEIARIETH D F T XY A= 7 (LT Tz)i: HER2 BB R E O T%
EBEICHET B, Tz DELEMABFIT Antibody-dependent cellular cytotoxity (ADCC) &% %
BATHWAE, ITFEMENRERELEER: b TERE, UL, Tzicks e ME
BRAT~O THREECME L TEFRATH D, FFE T Tz 12X 218 [ET~OHM Rk
HEAPASNICTAEHI, TzREC L VHERE~RET 5 ) L8Ry 7 & A 7T oiEs
it ETo7,

[FiE]

2011 §E 1 A b 2014 4F 12 A £ Tl MEERERKENBRHRRE Tt SiEgiclkEh
TEMFEELE 29 Fle Rt e Lz, 206, ffaibeiEanc et ER CiRiEELE L 2T Ehi-,

HIRATAE RS L URHFEOUIRMREE VT, FRFRA=R e FUEEKER). 7
By AT 1 RERPeR). HER2 lo oW THREMBRAR{TRofk, &bIiZ, CD4, CDS,
CDS56 35 £ U Fox-P3 DREFHMMNLA %1TVY, International TILs Working Group D FElEEIZ IS
WT, BRI o F R OMEEIAER (intra-tumoral) @IEESEELS (adjacent) @NETS
GDEREL (distant) [Z-2WT, BILKT 1 RFH- ) OBEMREEZ O ML, 3 BFOHK
o FHIE & RIE Lz,

PP IRIEIC Tz 2 0FF L7z BE(T2HBE 15 61) & B8R LT BER(Tz-BE 14 Fi)) & 1TbiT,
ERFRF EL SR 22 LR R 1T o 7,

HERHERARATIZ 2 P BRJE. Welch t 7, Mann-Whitney U BREZ AV THT o7,

[R5 8]

FEFIE 2 Thoty, THEMREL T2HE 55 80(42-72 &), Tz-B 50 #R(35-64 M) TEIT e ote,
2 TOEFICR L THIMEERIER ICF LT Lz, B OMifieEREN b FFE o
MM, AR TEEER b o, BEREZORN T, iMoR e v Z2RE, B
#, Vo AmEE, BEFN, EFHEL P A VICHEETERR2L, CEREROREEN
FEHiz o T hER b ot, TeHETH 3 AIOMEBFLBM (CR) 2R,

HRMEEFRIERN OSHAERMIGIZB VT, CD4, CD8, CD56, Fox-P3 [BHEY v/ BREE Tz+
B & TR TER D o7, MiaHbPREE 0BRSS T, IMEBESo CD4, CDS,
Fox-P3 B:EMIAEE T+ BECH EIC Tz-BE L V) £0> 5 72 (p<0.005), MEEHIIZ TO CD4, CDS
[BiEfiai s Tz ETHETIC TeTE L D B2 o7, BEHINELD CD4, CD8, Fox-P3 [E{E#II9%
IZIE R TEN R o T,

—77, natural killer (NK) #if2% =4 CD56 BitfilaizicizmiEM cE+ @B ihot,
M EREEE O CD4 tE#InE & CDS BtEHfa o MICITIEDEBEMNIED b fo(Tz+BE-

(%) 1. WXHNAERR, EOEN - FiE - HR - B8 - SROICERL, 2FF
BRETCIATELRANTHTETS L,
2. XHIOMcREALRNZE,
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AR 3 @ 2 GREEML - WRIUgLILA)
(fERE)

=0.76, Tz-Bf r=0.66), MWL TIE T-HICOAEOHMARED bhiz(Tz+B =027, Tz
T r=0.64), & bz, IEFHOGE T CD4 [BiEfIa% & CDS Bismiasti-mpmIEmn bh i
ﬁ’ﬂto

Tz- B TIXEERAR~Ri+ 5 cD8 [BiEmiath & /g L oicEBEZEO M, Tt
HTHRAESHEZEObo (Tz- 8 =0.59. Tz+EH r=0.343), ML bIEFKEE CD4,
CDS [t s & mESA2{LFREDR L OMICiTEMIBD bhizhot,

[%%]

W, xR B CIEEERREE U oS8k (tumor-infilatrating lymphocytes ; TILs)
AEET SRR A T 5 L TR &h, BEEIZHBV T TILs 75 T8 TR e iraib 3
FREOBHRTUNET L 2D HEENH S, 2T H HER2 BIYELLEESR Triple negative $LE5T
i CDS [t TILs <° CD8/Fox-P3 (3B 15 U A 7 RHidi{b B0 2B L LTV A &
Ebhii T3, LiL, TziHEN TILs OFEIZME L TW AW TORET P20,

INET, Tz OERPER R ADCCRERICLALD L EL LR TE LR, ATFETIT
{LSERR Ik O FHFm HELBERERIC I, ADCC 2485 T % CDS6 BEME NK #Baid < 8L
DR oTe, Tz OEEESHGIETRE TOMMISEWVEER 282 B)- I NK #ilz
~OMBBRFE LTSS LR, —F T Tz 28BS LENCRIESBRIT~DE< D
CD8 [5i: T HIfR@lABs b, £/, Tz B CD4 BiE T MM & IR SEEAIZE
BORHE L Tuviz, CD4 Bk Fox-P3 [BHERIEME T IR TH 25, Fox-P3 IHHEMIFELIZ L LR
BRAL0D CD4 BRHEARAREANT B MISE W T, T b o CD4 itk T AN { (T~ Lri—T
MRiELE L bl TzOEBEOREN R BT BTH~LA—T M, HiafEEicDs
Rt T SMBR(CTL)AS ARSI B L CREL TH Y, Tz BEIC L 0 BRI C B ER S
BEhTWAEEZ BN,

REEEERE O CDS BRtE THIRAZ VWA TESRVW S S TWS, —F., Fox-P3
[REPEFIEME T MIROFEZTFEFRR L O#EE L, HHICPEINET S LOBERHE, =
NI OT 7 # A 72 & 5 AERENENCEIREOEN R FIERT 5 0hh Lk
W AR TIE. Tz FREMCIERATO CD8 BIEMIE & Fox-P3 Btk M LTk |
Zh B IR D b, Tz FRIEIC X D MaEREAFHE S h CTL A EET izl L
Te i S, MO REHGEER 218 9 Fox-P3 MMM T MRPSHEGNICHE S bE 2
bid,

Tz-I¥ TINEHE~EH 25 CDS Btkimfasy & MEHE R L ofICAME RO R, T+HET
EEEANE RO RN T, TOBEAE LT, ToH TR L CRFIO TIL AT
TERD-oT I &%, BELEREN K&  JEBHEERORWEMRS = L BNRELLRS,

[#Eaa]

R ERIERIC R L Tz #6iEiE, ISR IC CD4 Bt~ 3—T #Ii2<° CD8 Bt CTL
REOMBEREEFE L,

O RREENT T A, Tz MUIKEBIPho 5 72860 & U RikiBiRic X 5%
LB AEREOHBICARTESTHA 3.
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VTR, ek RBREIZBWTIHE~OY >33k (tumor infiltrating lymphocytes:
TILS) 4%, IR O F R EMENRHA2OTIRARWN EEHEED THS, AFETH,
{EEFRENNCTILSAS S VER T, {b¥ERER IR SN E2ZE0 (pCR) BAE I
BN I &%, HER2 BHEABICB W TSEFREANIZTILs BEWERAIFE R I AV T
TOBRFENRENEL, FRLEFTHLIENREETNTVS,

HEEE. PO VAT T EGIII D MRS REA AR I NARGSRERBELTNS
OTHBWHEDEZINS, bIFAYVITTHRSOFETORENIROMEEMRIMIC
DWT R 2T o %,

[Fiiawm]

A EZCODWTHEHBEEICCHEE W, BEHER KEAD%H
ETHEHMFREEZR DL Tr4FESICLDFMLEHREBIVUSE
MMl SN L BB EZEERTESHE BHEAAERKERERE
FME)ARNEALECEHLTWEEES, BEFEZHRTOF—¥ &
L. REABYREEE2FER:SE, BHPFEECIHEERVE,
[WF %% @ Hi 17 )
UEERKEAFERESRELBFOIBEOFT, HHBT XA, HHE
B e 0B #IFHE2 T CHFBEHFNGEKBREHBRN.
CD4, CD8, CD56, Fox-P3 A HEHM AL RABB LU, BiEHEOL T > .
MEHLE oMK EIT o2,

(X DERE)

BEHERKEAF M EHBEARTLE, FHBEENSBBIIDVTEHE
HEeZTANS, HFEENAXORELRLIVHEOERZT o/, @ X
HERERRFAREHESREZFHARIIRBALTLEEVE,
HRBCHZRORBRAHBE LD, TEEZfTWE L&, Erratun & L
THREWELET.

(FEEN DBITESZHEA]

WM FREBLIVCFEHRBIERENRENARERERRTHE, BHAE
REE., WHMATFEE, HERAE, MAHRXE, BETEESKES
KIRMWEZEWE, BEAFEFCODWTHEAEE LD JTHBWELEE,
AEAGEOREENZHICOWTHEREESHRELBELEEELEH
KALEEIZERBABIMAETHEEZnLEEnELD, #HEFHEN 04T
ig tc
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#HH : Fat tissue as an embolic material changes the embolization time in

a size-dependent manner: A basic investigation using rabbits
(ERYE L LCOREFEHIT, 4 XIEE LU TERRELELTS
7R R L EREARTE)

185k ¢ Japanese Journal of Radiology
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Fat tissue as an embolic material changes the embolization time in a
i) size-dependent manner: A basic investigation using rabbits
FUERCER | (gmiomngg . L TORSISESIT, ¥4 XITHAE L TEARM AL LT
D U EER L EREAYITE)

[B69] ZEmE & LTOEIERDR Atk IENSHBMRO ¥ 1 I & - TERTERK
BRI T A0 E 2 hEFETH L,

[J5iE] 16 B o3 XEERL, FhTho v XoRRMOE T IshEH% £ #E
L, LT X 5okl Uiz, (1) ISAEHEE 2mm & IZ8kH7 L7z (Group 1), (i1)2mm A
T L7 ERHEIE % Snl DU U PIC AN, R SERAWT, M EEFL
7= (Group 2), WL, Tond ) PR EHERICERL, = FiERE
BLTRER VY U VERTEESER L TRIFTAHFETHS, HUE 7t 20
BlYA 21T ole, EREELLMOREHD I » b 72270 SN EEARIZ 4Fr.
—AEBAL, FIhB4F a7 3R TF—FAEEHIRMIZIEA Lz, B2
EGBRE DT —F A TBEIR L, HIF L 2 BEOEHREO VT 2 BRHEH
ENGRRLETHRE Lz, T|igl BEEE 7 ARICBDROER #TV. BB
L7l & OIS % 5 Lz, EROMITIZIE Inage] 27z, BHERIZHEEN
HHEDNETAHEHIZ, SSPSEAVT tHRESRITok,

[#ZE] 2om AOJENLAEE (Group 1) O¥ o XOFEEHEF, 1.95 £ 0.40 mm, H¥
L BTN LTS5 (Group 2) @A Xk, 1-139 um (13.0 £ 14.1 um)
Tdh ol ,Group ] Ti, 1 BB L7 B#OTFRESEIL, #hFh4.0255%
L 29.9%6.9% T, ZhbDOEICEZEERD L (p<0.01) . Group 2 T, E# 1R
BBEICT BEOBEMIERIZ 59.919.9% B LT 74.3£26. 0% T, ZhbOMIZiX
BEEIDRDRhot, #i2 1 BEOBHIERTIX, Grou 1 & Group 2 L DHETH
BFEZHEDE(p<0.01), FHHIZER 7 BEOBM@EETIE, Group 1 & Group 2 &®
B THEEE®RDI (p0.05), TRBITHY L= BEORIRET R TiE, Group 1 T
H2EMIZEARLTEY, Group 2 Tk, FELLAEEZED, ARFAOEEL
TWEERIC—B LT, FERTEIEBELTWD I L E#MRELE,

({#H%8) 1. WMXABTESIT. FROBE/ - Hik - R - B8 - FROIRICERL. 2FF
BETIATEEZRVTHFETE L,
2. XENOMIZIEALRNI &,
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[ZZ8] ZOWROBEID, EHEBRSERYE L LTEATESTEERHD Z
& B Y A X1 &k o TERBREMVBELT D F#EEEZT L,

R TEE AW TR Z R 5 FEEME TS S0, BHREBoY 1 X
DELDEBKEL, FHEEB 10un LT THof, BliEOEHMMERIX 10uniBE
DIz, 10 pm RMGOENEE T, BHOLEL2BETH0T, ERBRICEELLV
EFRIEND, 10 um REOIEABEAERE LI-BE, F—7 2 ORI A4 XX
20.7%16.4um THY, THhoPEBOERDEFFITILDLEERZS,
BRARIIHERBAR TH S0, BHIIRAER I —ERM THEES £ L 5, Group 1
Tid, MEEHE LOREBSENFTRIZL Y, 2m AOIERED Eio 5 HBRE e
LTHEY, FlERIIRED b, ERHRIT1 BUERWLEZLRS, F
TIEEAYOBRMN 7 BEHLER I Tz, #EBAIZ, Group 2 TiF, ER 1 B%
OFHERENH 60%., s 7 BHROBERENN 5% THh o7, FEBEHETIE, B
IEOFEITEREDEELBOLZ L b, BRMBERT HANCITE A LBRENEL
TeEZBND, BIRFAEICIAFERINAERRIIERTAEELNTEY,
Ry w7 TR L IEIERITERS 4 SR ETITEMLZ b0 EEX bh
B, LEDZ Epb, 2om AOREERITXGEHLRERDRELZELTEY, Ry
FIETHEHM SN IEIART— A R ER DR E AT B THENNH B,

¥ITF L ARY, &FaA L, NBCA(n-butyl-2-cyanoacrylate) 72 & DIERB T,
R EEET TR, KRR s TREEETHTCIRERATERVWEERH S,
R TRENARME Y, AN SAREFOMAEN LTEERTHZE T, WOTHLHIAT A Z &
T& 5, A-bOERBERE T, 2m AOREFEEZH MDA & O Mg REICE L
T3 LHEfll &h, —FF 2 e 7 TEMT L ISR — i it TR R IC B 3R
BMEEZLND,

ORIV 2hORARH S5, B LIERES LRI L, F21C H&E %
&I X 0 AR AR L=, BIARAICITE T A EFREAEE T ok
k. B3ICES, MERE. BIUHMICHT AREHRSRER RO BEILRREDN
ZETHB, LERoT, TRODOBEERERTHDICYL, bR EREITIHS
ERHHEEZD,

[#iR] el ERYRE LTERTE, EehE L L TOIEBREBIXY 1 X2
X o TERFARMZ LT AFHERZT Lz, iz, R ZEE AV TERL
felEhrREE, —RRRERHE E LT T A TR H S,
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EITHE TR, BHRABICIZ2ERETICLRATERTHELEEXDR
BB U TORE EOEHEHAZFEALELBEREELRVED, &
DREELIVSNERBEHABEPIERDE L LTHETILPETRATH
B, FERPHEBCLIERYDREORESMCLEOBMEBERZ BRI L
FRITHEREFEELRY, T2 C.EHMAGO K& S NEREH L BEME
RIEZIHEBERHLE,

[FiEdwm]

VY FOMVPVWRIT —TLVDOBREREOMMEROFHITONT
B EMEERKRERSRBEFBMERE (RRARSH AR |
EBREMRKEFRAREEREREHRMOBELR T,

[ BF % @ M 4T ]
BYMEROFHERFEMEHATRCKAHMOEED L &, PHENT
ofr., ERTF— 4 OBEE|IIHFEENIT- =,

o]

UEENKFRAREFHEELER, KEHMLPoRAFERVER
DHEEZT 2L, FHEEPRIOBRERVEROEREITo/, X
i, WEERARFERBEROCRKEMMOBEM 23 T,

[FEEBNSATE-LEH]
BHMERILBISFRIEIFEMOTHI Lo, REERKERFARE
FHEELHIZ, FEMERR, REMM, FLEFDREANLEZRRD
Y, WEEZEHWVWELYD, #EFFVSRARLE-LKETH D,
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Purpose: A relevant amount of publications reported the assaciation of blood pressure (BP)
indexes, which are, systolic BP (SBP), diastolic BP (DBP), pulse pressure (PP}, and mean
arterial pressure (MAP) to subclinical cerebrovascular diseases (SCVDs). Nevertheless, the
association is incanclusive and further understanding of the pathophysiological mechanisms
of BP indexes and SCVDs Is needed. The purpose of our study was to clarify the magnitude of
the association of BP indexes measured at two different visits on SCVD outcomes assessed
by MRI in community-dwelling Japanese men.

Methods: The study population was the Shiga Epidemiological Study of Subclinical
Atherosclerosis (SESSA), a community-based observational study of general Japanese men
from Kusatsu city in Shiga Prefecture. The total number of participants at Visit 1 [2006-2008]
was 1094 between the age of 40-79. The participants were asked for a second visit (Visit 2)
between 2010 and 2014, and the number then was 853, and again were asked to participate
in an MRI visit between 2012 and 2015 in which the number complied was 740. Participants|
with history of myocardial infarction, stroke with symptoms, and participants with any missing|
data were excluded and the analyzed participants were 616.
At both Visit 1 and 2, office BP was measured clinically following strictly the criteria of The|
lapanese Society of Hypertension Guidelines and the average from each visit was used to
calculated four office BP indexes (SBP, DBP, PP, MAP). Following the classification of the
Japanese Braindock guideline which is similar to Fazekas grading, five SCVD MRI uutcomesJ
were dichotomized as: Lacunar infarction= presence (21 lesion) or absence. Periventricular
hyperintensity (PVH)= presence (Fazekas grade 22) or absence. Deep subcaortical white matter,
hyperintensity (DSWMH)= presence (Fazekas grade 23) or absence. Microbleeds= presence|
(21 microbleed) or absence. Intracranial artery stenosis (ICAS)= presence (21% stenosis) or
absence. Covariates adjusted in statistical analysis models were: age, BMI, HbAlc, LDL-C, HDL-
C, smoking status, drinking status, hypertension medication, diabetes mellitus medication,
and dyslipidemia medication.
%) 1. RXAFESR, TIROEH - ik - R - S8 - KFinollicEil, 27%
BETIATEERVWCEHFTD L,
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Multivariable |ogistic regression adjusting for covariates was used to estimate the odds ratio|
{OR) and 95% C| of each prevalent SCVD for 1-SD higher office BP indexes. Statistical
significance was set at P<0.05 and all analyses were performed on SAS version 9.4.

Results: Among the 616 eligible participants mean age + 5D was 63.6 + 9.2 years at Visit 1 and
68.2 8.1 years at Visit 2. Multivariable adjusted OR for the presence of MRI cutcomes per 1-
SD higher of each office EP index (SBP, DEP, PP, and MAP) at Visit 1 and Visit 2 revealed that
SBP at Visit 1 associated with lacunar infarction, DSWMH, microbleeds, and ICAS, and at Visit
2 associated with lacunar infarction, microbleeds, and ICAS. DBP at both visits associated with|
lacunar infarction, PVH, and DSWMH, with a slightly higher OR at Visit 2 than at Visit 1 for|
microbleeds. Visit 1 and Visit 2 PP associated with lacunar infarction and ICAS, while Visit 2 PP
only associated with microbleeds.

Considerations: Almost all BP indexes showed distinct associations between two visits of BP
lindexes and MRI assessed SCVDs. This is consistent with previous studies, however, we found
association of SBP and DSWMH not reported before, while we did not find association
between PP and PVH, DSWMH, or microbleeds. This might be due te differences in genetic|
and environmental backgrounds between populations like age, gender, and ethnicity. Visit 1
and 2 BP indexes showed almost similar associations ta SCVDs, which were consistent with
previous studies, however, the association was slightly stronger for microbleeds at Visit 2,
which could be due to difference in underling pathophysiological mechanisms. Recent
increase in SBP, DBP seems to associate more with the pathophysiclogical pathway of
microbleeds, whereas the progression of the other S5CVDs is gradual and could vary in time to
the onset of the outcome which could explain the stronger relationship of BP indexes at Visit
1 to the outcomes lacunar infarction, PVH, DSWMH, and ICAS. This is important for clinicians
to carefully assess and separately evaluate four BP indexes as a tool for early prevention of
potential stroke while considering cerebrovascular risk factars.

Conclusions: In conclusion, our study showed two different periods” measured BP indexes
\were associated to some but not all SCVDs. The distinct association of each periods’ BP index
to SCVDs helps understand particular pathophysiological mechanisms that are yet to be|
confirmed. Deliberate evaluation of each BP index separately, in addition to conventional
cerebrovascular risk factors, may be used as a tool for early prevention of potential stroke.
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| expressed to my supervisor, Prof. Aya Kadota, my interest in topics related
to blood pressure and cerebrovascular diseases, and we discussed about the
theme. | did the search and literature review on related publications, the
methodologies used, and what is still lacking and decided on the final topic
after consulting with Prof. Aya Kadota and Prof. Katsuyuki Miura.

[ 75 &5 ]

The data set | used for my paper was the Shiga Epidemiological Study of
Subclinical Atherosclerosis (SESSA). After planning the study methodology and
expected outcomes based on previous publications, | discussed this amply with

Prof. Aya Kadota and received inputs from the co-authors to develop the paper.

| avow all the analyses were performed by myself using the statistical software
SAS version 9.4.

[#F 5 o #ETT ]

Following the literature review of this topic, | conduced to the research idea,
analyses decision, interpreting results, writing the manuscript, submission
process, and preparing reviewers’ response letters. The data collection of the
SESSA study | used in the paper completed in 2015, but | have been
contributing to the data collection of another population under the same
study in which | assist in participants’ sample processing, dispensing, storing,
and registration. Prof. Aya Kadota and all the co-authors contributed
immensely to the development of the analyses and interpretations of this
paper.

| also participated in the epidemiological research work of SESSA women study
and Takashima study also as a tech for blood samples for four years. | also
cleaned the raw data of home blood pressure for SESSA study.
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Upon the completion of the analyses and interpreting the results, | drafted
the full manuscript following the criteria suggested by the journal of interest
and shared it with Prof. Aya Kadota and Prof. Katsuyuki Miura for their critical
feedback, paper refinement suggestions, and finalization before circulating it
with all the co-authars for their scientific input, comments, and approval.
Once my supervisor and all the co-authors approved of the final version of the
manuscript, it was submitted to the target journal with the guidance of Prof.
Aya Kadota. All the co-authors were informed once the manuscript was
submitted to the journal, updated on the status of the paper, and received the
response letter and updated version of the manuscript when we received
comments from the journal’s reviewers. The response letter to the reviewers’
comments have been prepare and discussed extensively with Prof. Aya Kadota
and Prof. Katsuyuki Miura, in addition to sharing the response letter with the
co-authors for their guidance. All the co-authors were informed when the
manuscript was accepted for publication.

[EEZFR I3 AHICE-EHE]
(RFXEEPFHEAAZEDTLLZRBARVEARTE)

Including myself, this paper has thirteen co-authors in which all contributed
greatly to the study population SESSA in the study plan and design, data
collection, cleaning, and management. It is a standard practice in
epidemiological research and papers to include the contributors of the study
population used as co-authors {usually exceeds four co-authors). Furthermore,
as previously mentioned, all the co-authors helped vastly in this study from
the data collection of the study population used, to their suggestions and
inputs on the manuscript.
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The Usefulness of Re—attachability of Anti-adhesive Cross-linked Gelatin Filmj
and The Required Physical and Biological Properties (fEaF5.IEATEAZEHGY T F
V7 4 N A OBERERHE A & MEERRIER CEYFRIRE)
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g4 : BIO-MEDICAL MATERIALS AND ENGINEERING An International Journal
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(1)Biological properties of a thermally crosslinked gelatin film as a novel
anti-adhesive material: Relationship between the biological properties and
the extent of thermal crosslinking (RFHEMRIEY 752 7 4 L ADENERR
P« AEMEARRE: L ERREE DREMRIE)

HesE4 : Journal of Biomedical Materials Research Part B: Applied Biomaterials.
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EEL HARET. ARHDA, EAREE. EHEA LR, JIIELHMY, AFE.
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(2)Physical and biological properties of a novel anti-adhesion material made
of thermally cross—linked gelatin film: Investigation of the usefulness as
anti-adhesion material (¥rRiEFRFIEHMBEHBE S T -7 4 L LAOYEFAFEL
AR | AT L LT OFZMEORE)

HEgE4 : Journal of Biomedical Materials Research Part B: Applied Biomaterials.
TFERE 30 4F 2 A FAT

EEL BHAEAN, LARET. BEAME, (UPIEE, HRAK, BHET, NERE
. SEESH PETIER. MR FUREAR
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(3)The influences of a novel anti-adhesion device, thermally cross-linked
gelatin film on peritoneal dissemination of tumor cells: The in vitro and in
vivo experiments using murine carcinomatous peritonitis models (A HETE RS
BRI T DFRBRBRE 7 F v 7 4 VA ORE < U AEMRAEE S T T T K
% in vitro & in vive TOD#ET)

MEsE4 : Journal of Biomedical Materials Research Part B: Applied Biomaterials.
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The Usefulness of Re-attachability of Anti-adhesive Cross-—
linked Gelatin Film and The Required Physical and Biological
Properties (RAGFFILMENEFTE 7 F 7 4 N L OBERETFe{E M
L YRR R OVE SR E)

AR SCE E

PP DEFEER SN TWA 7 4 VLB OMAFPHIES HA/CMC 7 1 L A0T, BF T
|FHEEM T - DEEFRIBRIERRICIIR T2 Z L 32 < | EFAHEZ ERICEBZ &M
TERNI LM LERMDHROBED, BENESH~ZR2ITENTERTIILENT
EHRVWIEREOEAOMEEZEAELTNWS, £I2C, LREMESEZRRT DI,
Foa i, BB F 7 A NAERR Lis, EFF 27 4 L ATIEGREMICKE
LTHEALRMEEL BB ICRET DI ZENTETH S, INETICH~4 T, BERES
F T 4 NBIE, HA/OHC 7 4 VA LT, KD EBRYBEEEELTFTHAI LI
Nz, BEEEOHE T+ REEFLLZIREA L, MREESE ZEERRN T
EEFEAL, EbiT, A XOBEPEIICH L THLERITBVWTERTIZ LN TE
BEAHMELE, ik, EFF U7 4V AIEBEBMEESIC LT, SRR
BLAbd, BrEE LREITRNI Lo TWS,

L Lad b, i85 L4 O BRBREERREIZI W TIX, R o TH A OBETICIST L,
BT A20ELH D, BlCiEskER HA/OMC 7 4 L ARIBTBICEE T8 LT
BEMTIREEL <, BIOEESEICIAENS L ) It s RSB THITE CoRAILE
LS BEfETHolc, TOTDBMEILET 4 VLD +3RBEELE L, B FRENLE
ShERETOIMNESSH S, TRREMLT, 74 VADEZEEL T3 L THE
FEFEFELELLNAN, LELECEWGS, MEEEL 220 3 EERRARC
BELSIERBIL, EXRAMELZSIERBITILLHDD, 74NV LDEERHE
BREER RT3 LENERH B, T T, SEOWEICBWTIE, TOREFEES
F 7 4 N AOBER O RN & F OBOBEHIEHROEWEICONT, EED
7o DICEEER E LB B, BRI 7 4 LR LSRR ENE (BE) ©
BRI BRTEITo T

ESF o740, BENOHEHLEZ AL VMBS F 2051, 20, 30,
40, 60, UM DESDT A NACRBEI/ER LY, £7 4451, TERET
ERAIEENS L 51T 140°C, 3.5 FFEICHIEM Lz, ML LT, HA/CMC 7 14 /LA
. BFERRAHOR ST 74 V2P RER L, ERAEL LT, 85

HE) 1. RXAEERR. IECEN - FiE - BR - S8 - fRolEcEfL. 2F7F
BETIATEERACTHFETAZ &,
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RRICTEELODT £ VABREERDZ, &5, EAERICH L TRMT LERDZ
A VBEEERIET D DI, A XBEICH LT, 7 4/00% 308, 120 BREREF X
BB ICHREBICTETICE B L, TOREE L EERRELRIE L., RiT, £F
BDT 4 N AEERBREIT, EEMELZE L. &biT, ERESRICHT57«
N AIEOBER B DI, T4 ALBIC LB A XTFEBREERRATo 7, K
IZIhbOBREML+HRBELZRLESEEOEZ OAVWREEDE S F L 7 4
NBEERLT, 7y FEBBEBET MR LTE T 4 L2 2 BT S EEEIC 4
WAL R AR L, BREAET D08 I hEMSLbis, BEBERBRET-
e

BB RRBROBEER, EF7F 7 A VAEREL RAICHE- TERHEIR LTS
T ERSTY . 0un L ETHA/CNC Z 4 Vb EFEERED LN, E6IZ, 740
LB ZHB LRBROFBE, 30un Ul bO¥IF o7 005 TH ST, BT
EETHolDIZH LT, BA/OUC 7 4 /L bfE, FRERERTL, BRI R ATEETH o7z, B
ERBROFR. B ERBRAKIC 7 ¢ VLAEREL 50tk TEBREIRGEL &2
D, ZANLENR60pum LLETHA/OIC 7 4 LA EEEERED LNz, Eblz, 7
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Dynamic changes of mitral annulus in patients with degenerative
mitral regurgitation and chronic-atrial fibrillation undergoing
mitral valve reconstruction.
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Background and purpose

Atrial fibrillation (AF) has been shown ito be an independent, significant
risk factor for mortality after mitral valve surgery in patients with
degenerative milral regurgitation (DMR). The onset of AF is a critical turning
point in the disease progression suggesting that mitral valve repair may be
complicated and difficult but little is still known about mitral annular
dynamics in patients with AF undergoing mitral valve repair for DMR We
therefore evaluated mitral annulus size, shape, and motion during the cardiac
cycle using three dimensional transesophageal echocardiography in DMR
patients with AF compared with normal control subjects and DMR patients
without AF. . ' :

|Methods and Results

One hundred and fiftyv-one consecutive patients undergoing mitral valve
reconstruction for mitral regurgitation due to myxomatous disease between
July 2013 and May 2016 were included. Of these, 117 had a sinus rhyihm (SR
group) and34 had chronic AF (AF group). Patients who underwent aortic
surgery and were found to have no underlving cardiac valve disease nor
coronary arterv disease were included as the control group (# = 20) Real-
fime three-dimensional trans-esophageal echocardiography (3D-TEE) with
mitral valve quantification (MVQ) analysis was used to assess mitral
annulus shape, size, and movements.

“Annular areas in the control group were the smallest of the three groups
and changed considerably through the cardiac cvcle. Mean anteroposterior and
intercommissural diameter measurements in the SR group were significantly
larger but oscillated less than in the control group.




Those diameters were the largest in the AF group and oscillated very
little. Dilatation of the annulus in the AF and SR groups was accompanied
by flattening and marked loss of oscillation in the height-to-
interconmissural-width ratio which should peak in early systole.

Discussion

This study was conducted to show mitral annular geometry and dynamics in
patients with DMR without AF and DMR with AF. Qur findings are consistent
with the view of a degenerative progression from normal, through DMR with
annulus dilatation and loss of annulus dynamics, to further dilatation,
with loss of annulus dynamics, with AF. The most obvious aspect of losl
dynamics is the ratio of height to IC diameter. In terms of staging of
disease, the loss of annulus dynamics without AF mighi be seen as a marker
of mid-stage DMR, so although 3D-TEE is invasive, it might be useful for
assessing DMR just before surgery. Real-time 3D-TEE allows Lhorough
analysis of MV annular geometry and dynamics, which in turn allows accurate
3D modelling of the annulus, and facilitates understanding ol valve
structure and malfunction. Echocardiography guides surgeons considering
valve repair, indicating appropriate timing of surgery by showing the
severily of MR ventricular and atrial dimensions, and reduces the risk of
later need for reoperation by intraoperative assessment of the valve
structure and residval mitral regurgitation.

Conclusion '

In patients with DMR undergoing MV surgery, preoperative chronic AF is
associated with more progressed annular remodeling, characterized by marked
enlargement of annular area, circumference, and anteroposterior diameler.

(i ®) 1. MXAEERR. WAOBM - Ak - R - B8R - #mmOEKERL, 2TF
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Thorough andlysis of mitral annulus and mitral valve complex is
the prerequisite for Hitral valve repair. The surgery may become
complicated and difficult in presence of,atrial fibrillation but
little is still known about mitral annular dynamics in patients
with atrial fibrillation undergoing Mitral "valve repair. There
are many studies which have shown the relation between mitral
annulu; and mitral regu}gitation but to our best knowledge a
very few studies have clearly describéd the mitral annular
dynamics in patients of atrial fibrillation by using 3D
transesophageal echocardiography. Kéeping this concept iﬁ mind I
discussed with Prof Tohru Asai (Former professor of _
Cardiovascular Surgery at SUMS) and Dr Kinoshita (Associate
Professor of Cardiovascular Surgery at SUMS) about the topic and

decided the topic as my PhD thesis

[HiE#k]

This retrospective clinical observatioﬁal study included
patients undergoing major cardiac surgery between the duratien
from July 2013 to May 2016. Specific methodology for my study
(Patients selection, Inclusion & exclusion criterias, Baseline

characteristics, three—dimensional transesophageal

909
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echocardiography analysis and statistical methods) was discussed
elaborately with Prof Tohru Asai and Dr Kinoshita based on

hypothesis. All analysis was performed using SPSS version 22.

[ BF2E 0 HEi 1T ]

I participated in topic selection, Mitral Vaive_quatification
analysis (MVQ)using MVQ software (Philips), manuscript writin&
submission. Dr Kinoshita (associate professor of Cardiothoraciec
Surgery at SUMS) helped me and was involved in data analysis and

correction of manuscript.

[faxoE]

The initial draft of manusnript was written by myself and was
consulted with my supervisor Prof Toru Asai. Other coauthors Dr
Takeshi Kinoshita, Prof Tomoaki Suzuki, Prof Katsuyuki Miﬁra were
involved in the desién and conceptualization of study. The
manuscript was sent to all coauthors for critical review and
approval. All coautho;s contributed by fheir ‘gcientific reviews
for the manuscript. Submission was performed by me with the
guidance of Dr Takeshi Kinoshita.All coauthors participated to my
thesis paper through their role in data collection, analysis and

review.

[EFEHOXLILE-HEA]
(REFEEPHHFEFAAZEDTLAALERBARVESRFE)
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There are five coauthors in my PhD thesis. Now a days there is an
increasing trend of multi author research papers in the medical
and science journal. A relevant research cannot be done without a
good team which includes the different specialists if required and
aﬁ expert statistician.In my PhD thesis all authors contributed
greatly through their role to the conception or design of the
study, analysis, or interpretation of data and by drafting the

work.
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1) Title: Novel fluorinated derivative of curcumin negatively regulates thioredoxin-
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668-674 (2020)
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Yanagisawa and Tkuo Tooyama
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Effects of Mitochondrial Ferritin (FTMT) Expression by Retinal Pigment
Epithelial Cells on Features of Angiogenesis

ZEALTRICE B
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|[Research Background]
Pathological ocular angiogenesis/neovascularization, particularly in the retina and choroid,

should be carefully controlled as it may lead to significant visual impairment. Age-related
macular degeneration (AMD), a leading cause of vision loss, can result from pathological
angiogenesis. As a mutation in the mitochondrial ferritin (FTMT) gene has been associated with
AMD, its possible role in modulating angiogenic factors and angiogenesis was investigated.
FTMT is an iron-sequestering protein primarily expressed in metabolically active cells and
tissues with high oxygen demand, including retina. In a previous study we revealed that age-
related increases of FTMT in murine retina. A number of studies have demonstrated that FTMT|
may have multiple properties, such as protective roles against oxidative stress and hypoxia in
neuronal cells. Although expression of FTMT is usually very low to undetectable in most cell
types, it is expressed at detectable levels in RPE cells.
[Aim of this study]
To examine the consequences of manipulating FTMT expression in RPE cells on expression of]
angiogenic factors including vascular endothelial growth factor (VEGF), and effects on
angiogenesis.
[Materials and methods]
In this study, we utilized the human retinal pigment epithelial (RPE) cell line ARPE-19 to
investigate interactions of FTMT and angiogenesis. First, we compared differentiated and
undifferentiated ARPE-19 cells to extend the relevance of this model for FTMT expression.
To be able to study the effect of FTMT on RPE cell phenotype, we produced stably
transfected FTMT overexpressing cells. The effects of proinflammatory cytokines (TNF-a,
IL-1B and IFN-y), FTMT knockdown, and transient and stable overexpression of FTMT were
investigated on expression of pro-angiogenic VEGF and anti-angiogenic pigment-derived
epithelial factor (PEDF).
(%) 1. MXABTEEIL. WEOBM - Fik - BR - B8 - EHolACE#L, 27F
BETIATHEMAVWCEIFETLIE,
2. XENOMICIEZEA LRV &,
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We were also able to demonstrate in vitro tube formation assay that an altered pattern of]
ﬁsecretion of angiogenic factors from FTMT overexpressing cells. We employed the hCMEC/D3
human cerebrovascular endothelial cell line as the indicator cell type in the in vitro angiogenesis
tube formation assay and cell proliferation assay. Experiments were carried out with
media from FTMT overexpressing and vector transfected cells and were used undiluted (700)
or diluted (50:50) with original media.

[Result and discussion]

We demonstrated that proinflammatory cytokines TNF-a, 1L-1f and IFN-y induced FTMT and
VEGF transcription in ARPE-19 cells and VEGF secretion. As increased VEGF promotes
angiogenesis in a number of retinal diseases, such as AMD and diabetic retinopathy, it has made
VEGF a highly significant therapeutic target. Since both FTMT and VEGF mRNA, and VEGF
secretion were significantly upregulated by TNF-o in ARPE-19 cells, we next investigated the
association between them by using siRNA to inhibit FTMT gene expression and FTMT
overexpression in ARPE-19 cells. FTMT gene silencing increased VEGF secretion compared
to the control group. In contrast, the overexpression of FTMT served to reduce VEGF mRNA
and protein expression in both TNF-a treated and untreated cells. Our results suggested that
FTMT has an inhibitory effect on VEGF secretion in ARPE-19 cells. However, as the
overexpression of FTMT did not abolish TNF-a induced increase in VEGF mRNA and protein
secretion, this would suggest that the link between FTMT and VEGF could be indirect through
multiple signaling mechanisms.

FTMT overexpression increased levels of mRNA for the differentiation marker retinal pigment
epithelial-specific 65kDa protein RPE65. This could be related to the antioxidant
properties of FTMT, but further studies are needed. Key findings were the inhibition of VEGF
expression and increases of PEDF expression in RPE cells overexpressing FTMT.
The cffects of FTMT were evident in an in vitro angiogenesis assay, that demonstrated
that conditioned media from FTMT overexpressing cells significantly inhibited most of the
in vitro tube features of angiogenesis in brain endothelial cells. However, based on
the current state of knowledge of the multiple features of FTMT, one can hypothesize that
its potent antioxidant properties could be modulate gene expression of angiogenic and
inflammatory factors in RPE cells, even under normal conditions.

[Summary]

From these findings, it can be concluded that FTMT has an inhibitory effect on VEGF
expression and secretion in ARPE-19 cells; alters the phenotypes of overexpressing cells;
and alters the secreted angiogenic factors from overexpressing cells, resulting in
inhibition of angiogenesis.
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[#48] Idea generation
The idea to study the effects of FTMT in choroidal neovascularization was generated by
Professor Tooyama and we made further discussion with Professor Walker and developed the
idea under the guidance of Professor Tooyama.

[Fi5%] Methodology
Methodology specific to my research was suggested by Professor Tooyama and Professor
Walker. I received training on how to conduct experiments and project specific methodology
at MNRC, SUMS under the supervision of Professor Tooyama, Dr. Yanagisawa. Analysis of
data, development of methods and assessment of research progress was carried out by me in
conjunction with Professor Tooyama and Professor Walker.

[BFFEDHE1T] Conduct of Research
Professor Tooyama conceived the project rationale, provided resources and funding. Professor
Walker provided recourse for angiogenesis tube formation assay and technical instructions on
stable transfected cells. Dr. Yanagisawa provided technical support and advice. Dr. Morimura
provided technical assistance to the preparation of FTMT expressing plasmid and
immunocytochemistry. I carried out all experimental analyses using the techniques described
in the original paper and prepared figures.

[#3coERL] Manuscript writing
I prepared initial manuscript, in which the contents and data were edited by Professor Walker.
Afterwards, it was circulated to all co-authors for critical review and approval. I carried out data
analysis and figure preparation for all parts of the published manuscript.

[£FEBSHIZE 7B H] The reason co—~authors exceeded 4
(REEZERHFERANZED TL4L42BIAVEARTE)
There are total 5 co-authors in my PhD thesis. All co-authors contributed to data collection,
interpretation and critical review of the manuscript.
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Factors influencing the long-term hospitalization

B earBE of bicyclists and motorcyclists _with oral and maxillofacial injuries
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AHFFEIZ 24 R ORI A SR E 2 1T AR O 3 B BRI R OFIE TO® AR X
ETH D, 2011 E2 5 2018 4F L TORREED LIGEFHIC b o - F O H 222
L7 BiGE - BB ZWRERAICOWTIRE L. £ - HloEAR7 — & | EESSmT - 2
Sy YA - BUE BT - R AR oD RS IR - i AR M08 - SRR 35 X UM il A9 %4 B FE ST (ORIF)
OFLE - Bt ¥ b NEHEEMEOEEBEE L, $-BHBOEEES Abbreviated
Injury Scale (AISE CHmH & EE A OLERIEMAIS) TEFRERER L, “hbh
DRGOHEE LB Lz, i - 45 - T 09 - WFREY - BREHAYE - SNETE0S
M - BRE AIS - ERE LSO MAIS HERSIFIZ L Y BREHARICHET 3EFIZoNTHITL
Tea
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HRIL 130 AOBERHRE 82 A« ZHERE 48 A TH 0 FHERNT 28.0 5%(3 5~85 )
Thof, HEEETIT 13 A254%)ICED LA TENLOEHRIT 41 A ThoTo, 103 A
(79.29%)iC72 A B DI FRIELE 57 A(43.0%)CIESHEE 2 0=, DIt - \EFmRLE
ORGREEMIIHEE - B _BERAMNTHEEZL o7, EmSO AIS E0 PiiE
HEHEERET1, BHRERET 2 LEVEEL 2ok, BN _REREIIAEEREE
X0 LEE AIS &k AISMAIS)DIERF EIZE 2 T (B AIS: P = 0.003, MAIS: P
=0.019).
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IBackground and purpose:

Alcohol consumption is increasing over the past decade and, in large amount,
is well-known to be harmful to various organs, including the brain. However,
evidence of subclinical effects on the GM in apparently healthy adults was
unclear. Previous studies in apparently healthy individuals showed
inconsistent regions of the brain asscciated with aleohol and direction of]
association. Furthermore, study on Asian population was scarce. An Asian
population-based study with representative sample is essential because East
Asians have a high prevalence of allele variant and different drinking culture|
compared to Westerners. Additionally, traditional voxel-based morphometry
(VBM) procedures, the standard method in objective neuroimaging study, used
by most previous studies have caveats that can be minimized by the application
of up—to-date methodology. In this study, we aimed to clarify the subelinical
association between of alcohol drinking and brain structure using voxel-by-
voxel and volumetric analysis in a population of randomly sampled, apparently
healthy, community-dwelling Japanese men.

Method and results:

We recruited cognitively intact Japanese men, aged 40-79 years, from a
population—based cohort in Shiga, Japan. Brain magnetic resonance imaging was
performed, on average, 2 vears after demographic and medical information were|
obtained in 2010-2014. We analyzed 639 men using multivariable linear
regression to investigate the association between the amount of alcochol
consumed and GMV. VBM statistics were analyzed by threshold-free cluster
enhancement with a family-wise error rate of <0.05.

(E=) 1. WIXABEESIE., MEOBM « FiE - R - B8 - EROIAICER L., 2FF
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We demonstrated that the amount of alcohol consumed was associated with lower
GMV. VBM analysis showed lower GMV within the parahippocampal, entorhinal,
cingulate, insular, temporal, and frontal cortices, and cerebellum in very
heavy drinkers (242 ethanol g/day) compared to non-drinkers.

Discussion:

Volumetric analysis showed an independent association between very heavy
drinking (242 g ethanol/day) and lower GMV as compared to non-drinkers in
apparently healthy Japanese men. Voxel-by-voxel analysis showed that the
association between alcchol consumption and lower GMV mostly affected the
posterior region of the brain and cerebellum, the commonly atrophied regions
in alcohol-related neurclogical diseases.

Conclusions:

These findings suggested the presence of subclinical brain changes and
Ipotentially promote a healthier drinking habit in the general population.
Additionally, studies on alcohol and brain structure in apparently healthy
individuals are scarce, especially in Asian population, therefore findings
in Japanese men are essential. However, we did not find any association in
light-to-moderate drinkers, in contrast to some previous studies in non-Asian|
individuals; this discrepancy warrants further investigation.
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Alcohol consumption is still increasing over the past decade and is well-known to be harmful
to the brain. However, evidence of subclinical effects on the GM in apparently healthy adults
was unclear. Additionally, study on the Asian population was limited while Asian population
have different genetic predisposition and drinking habit compared to the Westerners.
Acknowledging this fact, I discussed the topic with my head and co-supervisor, Dr. Akihiko
Shiino and Dr. Katsuyuki Miura, and explored the data availability and accessibility for a brain
MRI study based of Asian population.

[FiERm]

We recruited cognitively intact Japanese men, aged 40-79 years, from a population-based
cohort in Shiga called Shiga Epidemiological Study of Subclinical Atherosclerosis (SESSA).
Compared to other brain imaging study, SESSA study had a relatively higher sample size and
a standardized measurement for acquiring all variable. The methodology for this study was
voxel-by-voxel and volumetric voxel-based morphometry (VBM), the current standard method
in objective neuroimaging study. All the analysis was performed by myself using BAAD and
SAS 9.4 software, under the supervision of Dr. Akihiko Shiino.

[ BF %€ o 3 47 ]
In this particular study, under the supervision of my supervisors, I was involved in the
conceptualization, formal analysis, data cleaning and visualization, investigation, methodology,
results interpretation, manuscript writing, submission and revision. All the co-authors have
given their input and throughout the process and approved of the thesis.
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[frotERk]
From the draft until the finished version, the manuscript was written by myself and has been
evaluated by my supervisors, Dr. Akihiko Shiino and Dr. Katsuyuki Miura. Other than my
supervisors, Prof. Akira Fujiyoshi, Dr. Aya Kadota, Prof. Ikuo Tooyama, and Prof. Hirotsugu
Ueshima have been closely involved in the study conceptualization. All co-authors gave critical
feedback and approved of the manuscript prior to the submission and revision. Submission
process was specifically supervised by Dr. Akihiko Shiino.

[EFFHOLRICE-TzEHA]

(RAEEEPRFEAALETDTL4LEBARVEARTE)
There are 13 co-authors in this PhD thesis. The reason behind the number of co-author is
because this thesis analysed the participants of Shiga Epidemiological Study of Subclinical
Atherosclerosis (SESSA), which has involved many researchers and staff to collect and manage
all the data. Some of the co-authors included was also directly involved in the data collection
and management of SESSA. Nevertheless, all co-author has been involved directly and closely
throughout the writing of this thesis.
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Liver fat accumulation assessed by computed tomography is an independent risk factor
for diabetes mellitus in a population-based study : SESSA (Shiga Epidemiological Study
of Subclinical Atherosclerosis)

(CT CFHE L7 ATREAE I EH S — R BT Is BT A B RIARE OIS Lz
DAZ 777 #—Thb : SESSA (HEREINRIE(LERTIE) )

8 i ¥ 4 : Diabetes Research and Clinical Practice

% - H - £ : 2020 Feb;160:108002.

¥ F 4 WHERET, PIESC, ERREET. FEFMOKES. BEEHI. AdRmEs,
SESSA B 7 v—7

BEIRIC i

Pl thE, =REHF, IAE, f1)IE, =Wz, LEIAE,

{#%E) MEnoMIiCiTTA LRI L,
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Liver fat accumulation assessed by computed tomography is an independent risk factor,

AR for diabetes mellitus in a population-based study : SESSA (Shiga Epidemiological Study|
of Subclinical Atherosclerosis) (CT TRE L 7= FFISARIS ST — R ERIFEIC BT S
PRABEDOMI LY ALY 774 #— T D : SESSA (MEMUIRM{LIFSETIE) )

§=F:5)|

JERGRF DA RRILERFENTHEM LTV B, BT E 2 BUEERR & OIS
WESNTWAH, BFFRITHEETR R RENE L, EBFoEELEl-a—
ol TR CHE L bORERTH B, —J. EH CTIck T 55 CT &
(LIS ER)IXEBAIITB OISR Z i T X 2 EERIF L L TRESh T3
bOD, FERBREE OBERIZEAEBELENTR o TWRY, £, BARNMTEE
ANEHB L TIEMTRVATHYIERFCENITEE LT WVE RS HEZ & hb, B
., R CEORBEXRSTHLONERMNT I LIEETHD, FHETH—
AR AE RS A DM 21TV, L/S S HRMRAE & Bl 55, 00, 3k
MRS IC BV T REROERN D 5 D 2 E RS Lz,
[J53E])

REREENEEO—RMERBIMEL EEAHE LZgIRE sh— MFETHB#
EEIRECIEE RO SNE 255 & Uk, BBFREN I Zeigim, 2 Lo
# CT MZEZ E L. 9 5 FRICFROBREEITV., BRF(ZEERFMEF 126mg/dL LA
EFE i3 HbAle 6.5% L L IXHERIFIAFRE) BIEA a2 4L Uiz,

EMRAERHICHERAE A T 5 ERUEEEEORAE KR\ 2 640 4 (EHEH|
63.5:9.9 ESITREL Lic, e VAT 4 v 2 ERSHTEBWT, BEMEREOIE
MAEFA (LIS Eb 1.0 sRi#). HB X L/S He 1 EHERE (SDHE T bic b O RFHEE
v ZH(OR)B LT I5%EHEREM (CDEEM Lz, FEEFILLTOMED & Lz,

ModelD: s, CT @FED

Model@: Model D+HERFIFIRME, WUE, #GE, EH)
Model@): Model@+BMI Model@: Model@+iE F
Model®: Model@+EE6 5 TR @A (VAT)

EHiz, IEWEEBMI, S, VAT # AW I, JFEIRMRICB L BRIAE
21TV, ZREEABDZHPIZONTHHRE Lz, BT BMI>26kg/m?E /=138
FA>85cm E721d VAT=100cm?& L, FEEMEES LRICES LR2WELERELE,

=) 1. RXAEESE, FREOBMN - FiE- R - 22 - BEHolACERL. 27F
BETYAATEXRWTHIFETAZ L,
2. KENO@iciITRRA LRI L,
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B3 0 2 (BREEL - SSUELHER)
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[#2R]

R 640 4 DOFEH LIS ik 1.12-20.18 T, ASIHAFAW/S e 1.0 £#)iE 121 4
(18.9%)72 o 1=, HERANTA TIZNSHAATHE & bhgk L. AEHSIE(BMI, fEEH, VAT), ZEh
MFifnfE, HbAlc {8, FHEREN, IFEER, HIE~=—H—, A A U B E(HOMA-
IR)25% < | £Efii, HDL 2t L AT 0—/b, f > R 1 V5 dEE(HOMA- g) b {Ed oz,
4.93+1.35 EDBHAEIE T, 36 45(5.6%) DSBS & FIE L=,

FERRRTFA =BT B EERBREA v AH(OR [95% CIDIE, Model@ T 2.78 [1.30-
5.951& | JENAFFIZF EICHERMAORE & BE LTz, Model®, @, ® THMWHEIE
(BMI, MM, VADZHFEEICMAS L OR IZRRETLE OO, (KAHEZ2IHEMN
2 b - (Model® T 2.27 [1.00-5.14]),

L/S k. 1SD(0.18HE T db iz ¥ OFERMIRIEL v KX LhiE, Model@ T 1.67 [1.24-2.25],
Model® T 1.57 [1.14-2.16] &, WFhOIEHEELIN: THLHEELRBEENSTRD bh)
pra

JERHEER(BMI, BEEE, VAT)Z B TR, FERRMIHCERI L TfT o 7o AR T,
|FEERIC AR R BRI D b o o, BRFREA v AT TIE
BB L VLR REVLOOMBT 1L ETHY | LIS kb & HEFRFFE O BTl m
&b FE CHEEIZSH 5 72, LIS ke 1SD(0.18ME T iz W OFERBRIEA v Xz 21T,
B IE>85ecm(1.50 [1.04-2.16]) & VAT=100em?(1.57 [1.11-2.21D) D EE Tl eta9 7
HEENED BN,

[=Z2£]

ABIFEE, ZEAEGREENOEHERTHS LS L L ERBRIEDRGEE B AA—
R B TR L7240 TOMBRE TH D, LIS HAMEWE EIFROBERFBIIEE X
EET B L, B, FEEMONE TREOEMEH S Z BB LR,
%< OBTFENE CIIEIEE 20 L LTV 38, AL CIIEE bfg e LT
B0, BB L AEITFLERBOFECEDAPEED TIEL WS, Fli~0
RATEIRISENIZA v A U AEROIETIC L 2|, Fis~ORHEERA. £EL
FEMEE OBRE NS A 2 ) ARFESER U, BERBFRIEICS7223 5 WREMEA
FEhTnwad, £, TVT7ATEZLBH b5 PNPLAS Oif=F2 BT
EMPERTS LR, 2EEREBEREICEDS - L, ARAMIEEMICIERTE
THEBRFBLUERBEZRELLTVWTREEEZ Oh, SEORENELNLE
Zbhbd,

[#&aH)
~fERZHE L LIEBEEICE VT, L/S Hid# 5 £0EHERic BT 28R
RREY A7 L, ZoOMEREHEOFTEI DL TRETH .
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PO RFERGEMIERAEMET 2 Z EMEMRICTHREEN TS
m‘ﬁﬁ%tﬁﬁﬁ%ﬁt@ﬁﬂ%ﬁﬁbtﬁ%ﬂ&ﬂhoit%®§<u.ﬂﬁ
BEREEZRWTHBEREMOGTELZFML TS, —F T 1332 KA I

CEHEWMENMTSESNTES, TITHMER, TCT THFAE L 7 IF I8N 15 % 6

EHRBREOMNM) OFFRICHGESS, BWRRBEBHEED —REA B E
A E U7z SESSAIT B THFM CT Mk (L/S Bb) & %7 S8 BR % 2 0 O3 % 4R A

S TB, EndRBEAE,

[ k] .

SESSA THLNAETF—FERAL, R—ZAF  RAECBFS L/S B LUBNHN
ERBH2HRFAREOHEICOVT, VAT v 7ERDFELEEEETO
BT ET o=, :

(DT

URERAFLESEPBREARMELIMINE, AR FME, MR M E, /K
HﬂE#ﬂE%,*W#ﬁfsmﬂ%%mtT“%;*%%ﬁ.H“ﬁk&@ﬂﬁ
EH, LCEHIWMEBECHEDo L. TLT, ARFAESEEMN MBAXHEESE. &
TEETOEHERBASBAR INBEE. ZHBAXBEAEGc0BE0 T,
ETOF—FRTERHERTFo 2.

[BWxofER]

DRWMEZEM MEXHEHER. THEETFHHR.ERBANIBAR B ERE,
BEBREERBEN S, BRAERCERODT LB RNS. HHENBX
DUEBLUVEROERET o, BXRETOLEFOKMN. BEEZ T,

(#FEM AT EE]

SESSALTR B ENSURENKELAEFBEARGEEZBANT > TNBE
E$HATHY, TOWEATRSBEIED ., Ba R - BAOEMRNMET S
ENTREZEBVHATSS. AWRATRHCHRERKREHLELWELR
WAESWP  FIEXHERE, EHREBTHE. BWRANSBAD HHBHAEBER
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Bohg, BRAASBAR ERFHTRENE. MASME. MBEE. 8
ERKFELAELBEARGELHN SHAZHE. LEURASERE 2
KizdEE -PEEVWEEWD, HFEF NLBLE2ELRETH S,
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Clinical relevance of innovative immunoassays for serum ustekinumab and
anti-ustekinumab antibody levels in Crohn’ s disease

(70— RBHFICBTBMBTATFITTRE, fiUATFIT THERE
DEFHIZA L/ T v A EOEHEA )

Journal of Gastroenterology and Hepatology, JTuly 2020, Volume 35, Issue T,
ppl163-1170

Yasuhiro Morita, Takayuki Imai, Shigeki Bamba, Kenichiro Takahashi,

Osamu Inatomi, Takako Mivazaki, Kenji Watanabe, Shiro Nakamura,

Atsushi Yoshida, Yutaka Endo, Naoki Ohmiva, Tomovuki Tsujikawa, Akira Andoh

BERL

Prototype single-balloon enteroscopy with passive bending and high force
fransmission improves depth of insertion in the small intestine

(ZEHiEEE SN EEEREZMA LT O Y A TO T NN — 2 hBH
EEL, DNEANOERFAZR LI E5)

Intestinal Research, April 2020, Volume 18, Issue 2, pp229-237
Yasuhiro Morita, Shigeki Bamba, Osamu Inatomi, Kenichiro Takahashi, Takavuki
Imai, Masaki Murata, Masashi Ohnmo, Masaya Sasaki, Tomovuki Tsujikawa, Akira
Andoh
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Clinical relevance of innovative immunoassays for serum ustekinumab and

S anti-ustekinumab antibody levels in Crohn" s disease
(F O—HmBEcBTamET AT+ T TRBE, HYATFFR 7 Tkl
DEFREA L/ T A ORI M)
(FEDEH] WEERSRPr 0— e RELTSEERES (BT IBD) BERT
B OB R B SERBTH 5, 51 INF FUEMEH 2 Uw, EERL 2EFO4LH%
RIBAPERLTETNWS, YVATFXTTIE. & MIL-12/1L-23 OGEY 712w FTdh
5 pd0 28T B FE/ ZO—F )ik (i pd0 Fifk) BHITH S, BB RMETATF
I TBEBIVHIATFRTTHE (CUF AUA) BEREIZDWT, SiR0llEEkEsE
LEL7s, ZOHRAEEROBENEREZET S L2 EMNIchi 2707,

(Fik] BARENO 5 DOEMFEERIZBNT, YAFF AT THFRES POy 00— KEHE
3B AEMRELE, METVATFITTRER, FERNTZAISBEESER/NRICNA
=i, FEY Y ELISA 7L — b &R LBELZ. £/, AUABEL, B&EMiETic
FEETHIVATFIATT L AUA ORIEESHEZ0IMZ ) 2 2-HCLNy 7 7 —#RWTH
HEL7e#2IZ, 705742 G E—XERNWT IgG £EML~H0%, ELISA 7L — bk LicE
#A{EL. HRPEF#HIATF X 7 THIHLAIE L=,

TNSBRFOMBTIVATFRTT M5 7iRE, AUARE L, CRP, ik, M7 T2
EOEMEPHENT A—F—LOMAERN L.

(HR) RN G BEMHILTETNS Z L EMETSEMIC. fEHFMIETY AT+
AXTERRL, BESEHOVAFFITT (0,1,2,3,5ugml) ZHFELE, WELED
ATFRAXTOREEZFRMEETAEL ., MEZRN—RTHILE2MHRELE. BHFOFE
B AFF AT T b5 TIBEEE 2.64+2.1ng/ mL THofz. £/ 38 AOBHEDSE 3 A

(7.9%) 7% AUA Bt Tholc. AUA BIEEENS B NE [6G A5, —boEo—2
BUZEE LIV ATFARTERETHCEED LAY 70y MEERWTHRLZ, 0
WIATFRATT M5 7EE AUA BEORMIZBEIEILRD Ao 72, £z ROC ATz LD
CRP E# (<0.3mg/dL) OUAFFIXY7 M 7HREDH y b4 7{EH 1.6Tng/ mL TH 3
ZEMRENZ. VATFRAITO RS 7ER. CRP. #Fit. 70— iRiEHHERESE (L)
T CDAIL) €O, 772 2 EIEOBMERDE. BERICEDENBFZERLT
WIZWEBFEOHN, BRITENFHMAEER L EBERIVBOEIZTERIT S
JIRERGEHICEN . —HTAUA BEIAEICZRBEDRhoT.

(%) 1. MXNEERR. MIROEN - Hik - #8] - 2 - BROBEICREL, 2FF

BETYA TEEAVWTHETEI &,
2. MEIOWIZHEALRZNWI &,
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MR 3 @ 2 (GREEL - SmsUELitA)
(feAE)

[Z#] MFTRATFFATTBES LT AUA BEOHBNERO HNEETOEREIZD
WU 2T ok, FRNEEIZETHY, HEERMETERSHAIATEATTI57 44
& A THifki OSBRI ELEE LW, e b G HfANANTEEIATHERTT
W, ERENESEERICEL S, Bk ELISA 7L—bEMHER L. Mmif [gC OIFEERAY
A ERZICHLE L, COARKUEEORVEERTIRTH S,

kO FEDREORESER. REGHERHOLEDIZ, MRS RLiEomAz
TOEYBERSNEHETHo 7. LivL. TOREEOFETIR. BEO M 0®MmH,
MERTFELREUGHEERREL. BREREDIZISREDBHTFINTHE. —F, ¥
OPFEFEITBNTIE, BEHREEATHZET, YAFFITT-AUA REESEDE
AEH#FL, HRP 2EMRLAEADATHERITTAUA 2L DEMICHRHT 2 Z &M E
o7,

KL EFBROFEAEEZHNWT, MOEHFENBERTHSA > 7UFIIT, THFUL
T T OMBIMRFOBERN, ThEN 276% & 35% THAI LEBERIIHELE. 2D
EME, A XT7VFITTRTHIALTTERBLT. YATFRAITOREREIIENT
EhtRENE.

CNETORHT, MOEWMENURATH LA 7 VFIITETHUARTIZBNTIE,
i §if o ORI S R A REORMICAOAEREMNSE D ZEATRENTNS, Lk
L. FFRIZBWTIRMEIZAFFRTT T 7#8EEE AUA [ZREIZED shilzho k.
CHERYATFIAITORERESENED EEZEZLNS,

EMFERNUHOERERSSBHELD S, EPFNMAEREORVWEETIATFRY
THRERENTHD, TOMHTAFATT I 7TBREDENE NS T &M, R
BTHE SN TS, EPENERIOEREND S BEICBWTIE. FEDHEIEESR
T, miF - 7MENEL BE T LEBRAIIBRICHREL L, AWMETHE. hosg
& EERIC, BRICERZHBEAEEH L TWABZFIIBWTIE, EPeaumz=EEL T
WERNWEHELDD, IFEVATFFITT NI TBEREWERTH /2. L L EhErssy
FlZFERLEBEHETIHAUA LLOERIRZED M.

(] MFT7ATFITT I 7BEBLT AUA BEAIECHBRNEREEERLE, £
O AFFEATTOREREL. A>T VX TOFH I AT T2 ED TNF a HifsilH &
B L THREIELS, JAFFIXITIIHT2RGEREORERIENT EAVRE N,
COFRMNEEIZLD, IATFFAITRETOI O—HBEOEYERE=F ) T~
DHFHLWRRERET D ENTER,
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BHRERKFEER K

FHREERSA #EE HEAR

(#%48]

M EEAESEBEBREEOEYFMNRHICHKEZEFS, FOPTH
DATFARITOMFTRERNEAEEFOBRKNETAMKICEBELE, #H
HEMAMHEEEZHAS AT SEMIIYATFIT RSB FME 2 HER
U, METAFHEXTT T 7#EE ELISA IETHEL. TOBEENSE
HiEE2BRELE.

(Fiam]

HEERKZAREME (HLE - mEAR) REEEE. BEiiG,. &
ERKEREEBREAR hR &S, BEOELR. THE. KR
RHBEHELE - By — HlE Yy —E, FHBE, BHERKAS
HIEBARKEHE., RELRAGERE Y —TNBIREIZEHFO LT
DOHREFERICHH EZEVE.
BEMEPTVATFAI M P BERREERKENAREME (ELSE -
MEAR) BRI, SHBBE IS wWAEEElEgETo =,
[(F& @ MifT )

F—YOER, MITEHFENTo .

(X DER]

HEERRKEAREMEE (ELS - MEAFR) EEHRENGEZRHFTER
VEROBEFE2ZURAE., HHEENGXOBEERTCHEOERZETT
o WXL, EHEBOKBEER T,

[#FEN BBITE-HA]

e - MNP EMMNTHER L, BEERKEAREHRE (HEE - 0
W R ks, REdsE, WEHMm. SHMm. sEhE. o4
BhE, REERAKFREERBREENF HREE. E0ERRE. SEB
B, REEFRFERBELSB - Bl y— EFEECY/—E. SHEBE, B
HESKEHLELEABKELARE, RELRAEEREEZ Y —TIBIRER
ERAHRE, BE. BHEHWELZD., HEER 3L ICES>RE
TH D,
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Result of Coronary Artery Bypass Grafting in Non-dialysis Patients

with Renal Dysfunction
(GEBT B AR S BE @ CABG i)
Journal of Coronary Artery Disease Vol.26 No3 48-56
Bf2F9 ARIT
EHL  BERE—. KEE—, BEMES]. BRRE, NSRRI,
FBERT, TRGE, TRz

TEE) REOMICIEA LRV &,
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Result of Coronary Artery Bypass Grafting in
FArmCEE B | Non-dialysis Patients with Renal Dysfunction
(AT B REREE 55 855 0D CABG A

[E&Y] TR BEREFILLBFROEER) A7 ERTH S, HICENBEORME
BELLFRETHLZ EIZAMOEERTH S, BEFMRS(CKD: chronic kidney
disease) #H T AIBNBHICERAE Y TSI R, YHERICBIT 5 BHlsEmE
ERETHIEBIBRHFICHT 5 EFEIR A /S AHF(CABG: coronary artery bypass
grafting) DFRERIE Lz, [J715] 20074 1 A MG 2018 €6 12 A £ COMIZIT-
7o B3R CABG1482 Bl &2t & L7z, CKD grade Stage 3a 735 5 D 544 %, BHkaEmRE
EEFTHIEBITRER (CRF) & L. Stage 1 & 2 D 785 A& BHBIESRE (NFE) |
FATRE 1536 (HE) oW LEBLE, FLTEMAaT vy F 7270, CH
& N BT 525 BI9°-0% 1050 &, C BEL HBEMT 132 9" 0F 264 fl 2 Th £ h
BEMAa 7wy Ty EETHB Lz, £/, CKD stage 3T & IZ Stage 1 or 2,
Stage 3a, Stage 3b, Staged, Staged (I IELESEZ LB L=, =2 R4 MIR
AR & LT 30 ALAMIDFEL, 7EBRSE, BREMIRA L LT, (LiMETEsE,
FEOAMMAE A <2 b (MACCE: Major Adverse Cardiac Cerebrovascular Events)3
A & L7z, MACCE IZRR3ET. AMBHEEE, BMmATHR & ARSI % B4 5 BOEIERER,
MEER UBHM & ER Lz, [HER] 2BFICBWT, FHEMI68.9L9.5mT
Dol FHBEMAARIL 48.8241.4 » A, CE#IX 45.5540.9 » A, NEfIE 54.3+42. 7
s A, HF#IX31.8+28.5 # A Th o7, BERLEBICZOWTIL, N & OB TiI C 3|
I ERAS R < . &P, 80 mRLLE, BERME. 1B DHEEE (LVEF<0.35) , THEBAZE
HEENAREE{LIE (ASO: atherosclerosis obliterans), FEERMEZS, WM ZTREEMTO
FENE Mo T, T CEITTHHTA LVEF REofe, = v F o FH T, CBEITT
HEMRATE < | 80 BREL L, BELHERE (LVEF<0. 35) |, SRBMRIEZEORIG M Eh 0T,
F 72 C FFITFEEHHTET LVEF 2MEofo, H B L OETIE ¢ BHLERFERNE <, 80
Wik, SHRZE, MELMHEERRE, BEAFEOH S, 1iTRT IABP FAFOFIE
BEhoTo, iz CBEITTFEIIHTAT LVEF 23@d o7z, CEBEIIHIRFA, ASO ORG24 7k
Bofe, Ty FrF/ETER, CHEAMLHEEREOREN S o/, ik CHIX
SFEHIITHT LVEF B3 oz, CHIRZHEREQCEIENRD o,

%5 1. RXHNFERE, IEOBN - FiE-BR - B8 - FRoBECRL, 27
BETFA7EEZRAVWTCHETDI L,
2. MHIOMIZIEEA LRI E,
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Bl 3 02 (FREEL - B tLER)

(HERE)
BERAL LT, 30 BUNRCRIARMICE EETE % C B 1.5%, N B
0.5% p=0.081, HEE3.9% p=0.094) . ERFECTRIT, CHIINFELVE HEELH
HThofc (CHE3. 9%, NE1.1% p=0.002, HE7.2% p=0.122) , = v F 7%
Th 30 AECICAETZEADRMo/ (CH1.3% vs NFE0.6% p=0.341, C#
0.8% vs HE 4.5% p=0.120) , 7EFRFETCI, CREINBLVERIZE<< HEEL YD
ot (CEE3.6% vs NEEL 1% p=0.014, CHE1.5% vs H#8.2% p=0.019) ,
CHOUYRT 4 v 7 EIRMRITICL D 30 BUAFFEL U A 7 #7447 Cid, eGFR & 4EfhHS
[l L, BAEHIALRE LT, CRELMMEE L OB TIX, ATFRIINTEL Ol
HEIERRETHo72(p<0.001), HEEE DHBICITHEICRIFThH o7z (p<0.001), >
ISR EFEE BRI N B L OB CIARICFR ThH o7 (p=0.011), H Bt L OEiET
IR EEERD R 57z (p=0. 260), MACCE ELESEIX N B L OB CIIARIZRAT
BTz (p€0.001), HEL OB CHERICBIF ThH-o7=(p€0.001), = v F - 7%D
FERTIE, EFEREINFL OB CRARICTRE TH o7 (p<0.001), HEE L DHBET
HEEBIZREFTH o (p=0.001), DIEEEEELESI N L OUBRTIIAEEELH
Biadot (p=0.058), H HEDHEBETLHEEELZRD I o7 (p=0.189), MACCE H
BESRIE N B OHBITIIABICTR TH o7 (p<0.001), H HEL OEETIIERICE
[T o7 (p<0.001), CKD Stage Z & OATFEEWE TIIRIFZ2NED & Stage 1 and
2(N #). Stage 3a, Stage 3b, Stage 4/Stage 5/ FT CHEELZ R M-, Stage 4 &
Stage 5 LB EEOEFHAFERIIRNE Thotz, £ CHEO COX A F— R4
WX HEBMECTY A7k, BYERIEMEM KR (COPD: Chronic Obstructive
Pulmonary Disease) . eGFR, ASO, 4E#fi, #FAT LVEF 233%% Lz, JEWEHI MACCE U R 7
ik, HEBIURTEZE, COPD, eGFR, ASO, E#k, TR LVEF 23842 Lz, [B£] GFRITE
S EREESETY AVWBEDORE TIE. o6FR A% CABG EH 0BV FRIRF ChHoE =
EDRENTE Y, eGFR60mL/min/1. 73 niZRfH 5 Stageda, Stage3b, Staged & CKD|
DEEECIEZE->TEFERETTELVWIBRERTREY Chotk., EbiC
Staged * Stageb LFETBEOMMICEEEZLZR DL oAIXBEOBREICIZRW
B X TR Th o7, KD Staged + Staged TILFBITBE LAZEOY R v %)
AV FEERINAZLEFTFRENE, FRERAECOMMAEREBFIEE AL LR
N & LI, MBLTWC LD THS, THRENBESHLY AZFIAVE
LCEMMAZBLERVMENED S adbh b, [#H] YR coEigemssr
BT HIEFENREOEM CABC Til, FHATITEREEES., SMHELALTH-
T, EBEFEIIFEIHL D BIF Chotk, RUEB CIIBHEEEHRIVARRTHY,
BENELIYBIFChHofc, LIXLEDH TS Stage 4 & Stage 5 OiEFHAEFRILE
PTREIC T 5 R R RS Th D PR H 5,
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HL, RIZBEODPRWIEBHEBEFIB T2 FHEEMEICIOWTHRL
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ANAWEAZT -5 & Lic. BBHIRNA NAMICBT 2 ERBIBEE
MREAFZWELHOEARBALELZOREZ 2T,

[ WF 5% @ fili 47 ] .
TRTOMEFHEERT—F oM E, BHHEIT ok,

(%X fE R ) _
WHERKFAREREOMOEABBALELBOYE 22BN
5, M ENRXORBERCREROEREFT >k, BXIX, BRERKE

RAREHBOREEZ .

(HFHNOALES oMM

BRI EAMBNEEEIr DEMMHTHE I &, ZTLEEHADEY
ELEhoHBIERTHTEHE WD, AEENIKAITE oL RE
ThHo,
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Outcomes of surgical treatment for active infective
endocarditis of mitral valve compared using complexity scoring|

FAMITEE | (s O BRI DIRIEK I 53 B A RHA IR D
HWEgE R a7 2R W)

[Bf]

BEAELDARREEGNRRETH Y. BEERICEL TN BS54 > THITRENTY
B, WEIEHEICHL Tidlks DX Tl N, BMEFEICBWTHRHARAIEA AL D B
. 51, BHIOARBRMAVNEELWEORENH S, MAT, MiEHAomEdELp
|#izH T BARERT. BCREEREOBRANSHFERE OFEENENTWEEOHRELH
5. LEZBEZ, SR CIIMEROOE ISR LAIRE OREMAIZN L TIL. SomEag|
EUMELRDBINUTE /. L. FBROHBSER, WEORTRT &V o /o il O
ORECL-TEASNG. FERAE, #HEEZ D7 2ER L TREEL ARSI X 5 i
OREOBREOCER{LERA /. T L TRIBOBEC I VEMZRNL THRRRHZILET 52
& T YR TORERLOTE MBI LHBRIZH 5 BRI OZLUEEHRIEL 2.

[FiE]

200248 9 A5 2016 48 11 A0 TEES L OEIBREORIAICH L TFfi2fTo /s
WL S EREREAMEITNE Lic. AT 71RO LS IR Ui, EENAED L<IE5H
HMENREE LT, BRIEET A iR EESL<IIZGHET 2 A, EBPERR
2 4. FREEEEOMIBHEMEEOIL 3 REL. EAZEICARLE. BBERITN A
L<id2 AOEFZE Sinple B, &5t 3 AL EOMER% Conplex B & L. szt Liz. 8L
FHMEER. BRZELT. §EEF, MIEMBROBR, BRMEONREOER EEERL .

[#552)

B S EAOETTEMEA 7 2BH L#R, 19 EHIA Sinple #8, 32 £ 412 Complex
Bl E . TOBRFERE. ODFS0EEEART NHA 248N 3 BETH28E80
Complex B THEICH Mo /= (Sinple #E: 32% Complex F: 63%, P<O0.05). Simple BT 14 5EH
(74%) . Complex ¢ TL 25 FEF (T8%) Tk M &ie - et FREO LEIZH EEITEN
27z,

BRSOV TIAE TS &, MIEFERIE Sinple BED 18 EH (95%) . Complex BED 26 FEH
(81%) TERL Tz, OO Siople O | #il& Complex BED 6 Iz L THFRRZET2>TW
feo FREELT 272D OF OEHER &L T, REIN UBES N OBk o8,
(%) 1. MXAEEEIE. RO - Hik - R - FR - BHOEICERL. 2T7F

BETIATHZHWTHIETRZ L,
2. XHIOWIZIREBEALRZVWI &,
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MR 3 D2 EENL - I Lm)
(e

HOEORER WSy FEMg. FEABMLOEE#ES. ALTREZHOREFER. HEREr
ARV SN T e, P OO IR R T ORIRR, 10U MEMMZE TS &, »
Thb ! BRATHEREREN . RAECTCEBRMOMLE -~ ME Sinple HTIHES,
Complex BETILBRNFETA 2 iEW (6%) . FBRLCME A1 A2 i 4 5 P (13%) Ho /e,

I RERTE HERR T A 720 ORI R OB 48 SEM (04%) TEE 2N, EEEHMEL 1461 B
FEofe. BT Complex BT 6 EMBH D, TOSB JEMDOMAFREMEETZE o, 5 E
EFRT IRMTHBRTS & FEENMR S Siople #%: 100%, Complex Bf: 79. 6%, P<0.05).
5 R OEIEF VT O BEFEORHMRIC B W THEZEITES SinpleFE: 77. 8%, Conplex #: 91. 5%,
P=0. 63) . 5 FOBIAELAREERORERIZB W THAEEZEN o7 (Sinple B: 93, 3%,
Complex #¥: 92. 2%, P=0.76).

(E8R)

YR T EEA OB IR E NS LT, RINCARSRET Y. TR il
T < FPBERIRT 2B MIREEEHF L TEL. SEOMETHE, #EER 272 ER
U BHEOAIRSRIC K 5 ERF OB OREREN C S mibT 5 2 & T BB L B
%0 Simple B &R0 THEMHZ O Conplex BIZBERI L, HE0E LR L s,

HMER D7 2EHT HHE Anelechi Anyanwun 517 k- TIRBEE N ZBHEHZEIC X5 08500
SHRSRE DM E O ML (Anelechi CA et al. A complexity scoring system for degenerative
mitral valve repir. J Thorac Cardiovasc Surg. 2016 151: 1661-700.) =&l Lz, 5@
R, MEFOMEICFELTEY., WENEREBRAREICZ 2 MR- Chigo sz
WL TBRRELTHRONMZ 2RMT 550100 TWin, BHEREESERELRIEERE
i, REOEWIESSH, FEOWMCENDICL > THEROERENEAENS &3 ED
DizhEHL, BEIZE .

R OFE IR R AR A I T 2 PR OER IO WTHERO®RE NS0,
15. 9~82 TR EIEHH D, SRIOWET, HMOMSHEN LA1S Conplex BETHFEEOIMAED
BENTWSZ W ho iz,

i 5 FICH S EEFVROBRE-CERMEORIRE RO BRI A RETE, o 2
B, e 5 EDERBRIIFELEE S o T Conplex B TEM o 2o MUFIOEIRF i O 75D IR
DRIREIZ T B/ R, FEOEM S LS T—EOBRMREMERE TN Z &0i0h
oW, BEORMNES. EFEOEEEAERIZDVWTENMZSTTAEZERS &
T SEERLHEMER 7 AFRFARTF OO 25T EENS L LEA TS,

[#5)

LR OIE TR O ThHRERAE LN RS OEFNZ T 2 S B HEERIE, 0 O 5o
HOAEAOERICBENT, FEOHEMESICHLS T —EOBRFEMMESFT V.
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[#EHR]

HEHEIE TR ELDABEEL OMEICDWTHEEZF S, %I IR
ZoWTHaENE<RINTVWAEBERFRICHFEA L. E., BEELHE
HICLHBEROBRBOBE:Z., HiARERLEEEEZ 37 TAKL
THIET, MEOHMSIITHEDLDOT—EOBRBERAMEGEINR TSN
s RE L .

()
BHEMKEABZMBELBEOTA BB ARCHBROEHMEEH
BILIOBATNENBREZI LHBAFLOEHMBRELABEROBH
DR PR K B E R K AR D L A R R R AR, W
2B . FAEE (Junghun Lee) Bh %, MEEEH. BRUEBEAIL LD
F—Fahic, FIRMAPFR A EORERZ. BARKEUBRURHAH
FRHEBOBEZR T,

[BFZE D 1T ]
FT—ALEINEEREORHEBEROETOMBEEREZ, AFHFNT-
&

(X DER]
WEERKEARZRELBELEARGAEEHER VAR FTR MM
CRAAERVEEONEZ2ZIANS, DEENHLORERVPE
OEKRZTo . MXiE, ARKEZEHBOREZZT L.

[HEZENSARITE - -HH]

20025 WIED MAFMIChR2EHREZ2EEDERLTH-
lEMS  BRERKZARZRELEBOEARGAREZLRE, KTR
AT, MBI ZBYE. FABE (Junghun Lee) Bh ¥, Mt BB #. Wik
BEE. BAREBLUBOLZ ALY, WS ERWEED, HEHENQ
LRREDRERETH S,
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Similarities and differences in metabolites of tongue cancer cells among in 2D culture,
in 3D culture and xenografts

(2D #5236, 3D e, REBMA TR0 2F B A MR OHUSALITIER)

Cancer Science in press

EEF

Shoko Murakami, Hiroyuki Tanaka, Takahisa Nakayama, Naoko Taniura,
Toru Miyake, Masaji Tani, Ryoji Kushima, Gaku Yamamoto, Hiroyuki Sugihara,
Ken-ichi Mukaisho

BERIL
Application of “tissueoid cell culture system” using a silicate fiber scaffold

for cancer research

(VBT 7A253—D B I5%E AV T= tissueoid cell culture system” D A3 ALBFFE~D )

Pathobiology 2020;87(5):291-301.

EEAL
Shoko Murakami, Ken-ichi Mukaisho, Takuya Iwasa, Masaaki Kawabe,

Saori Yoshida, Nacko Taniura, Takahisa Nakayama, Masaharu Noi,
Gaku Yamamoto, Hiroyuki Sugihara
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Similarities and differences in metabolites of tongue cancer cells among in 2D
culture, in 3D culture and xenografts

(2D K3k, 3D 5. REBHE BB ESAMBRBY OB
SR

AL S E

(EfY]

ek 50 2D KT, MG EER SIS PR ERT ARG SN TER.
—J. 3D HEEE, EEmemEmS S WMERORE LD S5 EMfFaNTHED, WET
W, A7 c04q BRI 55— 2z EOMIBAILEEM W 3D &R, BATIH )1 RRI
ERHEEINTNES, RIFETIE. B#E LT Cellbed ™(Japan Vilene Co., Tokyo) 2 {f > 7=
7z 72 3D K54k R tissueoid cell culture system” % /2. Cellbed {dBMHI U 7 74 N—TT
ElHHER AR TH D, TORTIRMEE, EEOHERSHSOMETHIZHEEL TWS,
COLEREES T, HRIZEHHICBITE S0, EFIGENIEEEE ST 5, GRSk
BEEAET, MELSAMBOAZRDE D iz, MR AN S A & L.
TRATICIEM§ 2 2 &N TE S, AL T, 4 EOTHMREERNT, M50 2D #
Hﬂﬁ(lﬂfﬁ 2D). tissueoid cell culture system % i /= 3D 36 (LT, 3D). HiEHIIA%E 2 —
R 212 RAFSHE L 7= xenograft # (BAF. xenograft) @ 3 FE&EIER L. IR (GHARET
1T 27z. AAFHIERITIEY xenograft ZENEE U, 3 O OFLLS & AR 5 % ELbngt
Liz. 612, BAMROME, BEHERICBERTRAEZI bar R FRBICERL. 2
Far FU TR ET o .

(i)

HMaskld, ERAE LM (HSC-3, HSC4, SCC-4, SCC-15) %\, WiERIIA0)4
EBRFEASORBEMTITo R (20194-1) . 3 B THRMAMBENELBHLOWEL.
it i 477 2 Human Metabolome Technologies, Inc.iZEFE L /2. HE ¥4fa, O A% 70w MRt
3, BEOWRE (BEHRY ICHELTT o Milns7 5w 7 A6, 2D & 3D THR&M
TEENEL <RS2 EDWEL,. XF24° 2 Flux analyzer(Seahorse Bioscience, North)
Billerica, MA)Z B W TTT o7z, #RaHMRHTIE. IXHHRAT O Welch @ t BEZER Y (*p<0.05,
*#p<0.01, ¥*¥p<0.001) . FILLIMIT student’s t-test & Al L7z (*p<0.05, ¥*p<0.01) .

(#5]

ARz £ RERT.

- HE #¢ & @ 2D TR RTOMIatk THREMENRD 517, 3D TRESMMER O/

H

(fifi#%) 1. WXASEESIE, RO - ik BR - £%2 - EmeoBEICRIEkL, 2%
BETYI THEERVWTHFE TS,
2. MENOWMICEREALRZNI &,
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()

(HSC4, SCC-15) T L H #E IS A 2 R g S B AL SRR T & 7z, xenograft TILT X
T O T > — MREENRED 5. #{EBI(HSC-4, SCC4, SCC-15) TR/ ETI(HSC-3)
KO KEREHREASERTE .

- REHEAT © EREAHRIT I, 2D T 3D, xenograft R D, EEAEOT Oy R
HicEE>TWE, 75 A5 2 FHHTTIE, 2D Id 3D, xenograft & Hil L 1E & A& DT
DE—=2lihi# L <& o7z, 3D & xenograft TlE#E W E— 7 lAMELI L T 2 &ML H
572, 3D I B xenograft DHEN Y — 7 il 75 L /2 b OIEMREPREHEAZ < xenograft D&
WY =2 {liERLEDORFRTORM THERHEDD) A, 7Y Az
o7,

- fREER  FLEEMEIL 2D TIEMTH o /245, 3D TIEFEMETH D, xenograft 1EWEERL
Jz. MRS 7 T 7 AMEHTTIA 2D SLEEL, 3D OFNI D @EmWiEiEER L.

s 2 barRYTFHEATP,ADP, AMP, #2877 = L— ML, 2D TRIXRTHEIEMTH
S7=#5, 3D & xenograft TIREHTHo/. Vo AY 70w MMEFIZT, IEWREREEED
FEHIL 2D TIAME <, 3D & xenograft THEFEB AR L. fHilast 7 5w 7 ZAMATIC T, T
FEDMIEZHR(HSC-3, HSC-4) TIE OCR(E: Y # )T 2D £V 3D OFNEETH /. &T
OHINEEET 3D TRFAMEREMET LTk,

- Biomass DS : 20 O T 2 /LRSS T >R 7 LAF FEARIE, 2D TIEEMA
TdH-o7ht 3D & xenograft TiEEBHITHEERL =,

BTN S o AOHER © PPP OIBIR THITHEE T AR WBTTIEM £ D NADPH 12#H1E
EELA B LA S RET 5%EH 5 5. NADPH/NADP* LI 3D Tl xenograft & [E#E I {5 (E
T#H D, NADPH HEMEEE RIHEOLDIZHRENTWAS I &Aooz, Tz AF Oy
MR T, EHEENERNEORERL 2D Ti3E<. 3D & xenograft THMFERERLE.

(5%2]

2D & 3D TREFAMBIIAE < Bizo Tz, —F, 3D O 0% < 13 xenograft DL
Mg B L Twis, LML, xenograft 1A% AMINESE BRIZ 35 5 18 B ORI BT i i O 8 %
ZTHH,. INSICERT 2O EOEN E L THEHN TV, 3D TH., HAM
WO har R PHEEZMEZNTSS T SAMRITLARE S FAFC ha> kY7

IZEBLRIINF—FEELEET> TSI &, BHAANRVESRZHZITMHE S T biomass ZESHL
TWAZE, BIBETNT AZMERFLTWA Z EASEE SN, —F4. 2D TiikdlidR
725 S FTEE L D ITENETN ORI B OREHTEN. BFERRE ORI H
FHhNTWa I EAUREE Nz,

(i&am]
3D & xenograft Tld, N I—A72 EDRBREEE S TMRERS TCA B EREMLL,
biomass =& Rk, EACAYD SELIZE B ATPEE, B{EBTNS P ADHFETo TN S

A S L Tn o Fo o R AR O BRE S HERE R BT 5 T EATTE S 3D ORI T,

INETHE SN TEAENARBOBRGBICE > M ENE SN,
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[#%4]

ERERKZFEHOEABZRBUAZLENS TERAICET S
K] EVIF—TEH5A 5Nk, BAMBORREZCRBEEEECHFSLT
BO, BADEHO—DEZINTWNAH, NARMOWIFEL in vive TOIEHNE <,
3D BEREMWENRRIEEAERE SN TVWRNI EIZEH Lz, AT,
AR OIS B XU RE 28T 5 3D Bt R EM VT, SN AN OMAT 27710,
PEAA & @ 2D F53E R, xenograft B ELEEL . FHRUR SRS EMA L 2.

(5 ik

3ID B IRIC D W T IR B ER K EE-FUFHFE L5 —m T —#42,
ERERAKFHREFMEFNETFROBEZZ TR, MIRAZ Sy I A
B ERERRKEFABFFRE=ZCFMMOEEEZZ T BRI
ERERRKEELTE - S FEDEREHBPHZMBOREE 252007,

[#F %% @ fii 47 ]
TRTOMAFHEVT —F QB ZHBFHFNT k.

(#i XD ERL]

WHERKFELSE - ST EWFHEERHMD SRS ERVER
OEFEZTRBE. FEEVNGXORAERCREOERZT o7z WX
&, HMEER KFEE - FUFIF L F—mTABEOKBEZ T =,

[(HEFHENI0HITES L HH1]

FEHOMAENILMEI» ODEMNTH 2720, BEER KFEHDES
BEMEBELAEE, BEERRELTHUEBERETELE, BERERKRFEE
FBUFHE Y- R, R ER RS LS SR B
ol E AR, Bk, MEERKPELE - ST EYWEMBIERF M.
HHERSAKFABEREFAREAE. ZEHMEEFORERITIEZ KRR
HFE, BEEVWEEWEED, WA E2RRETH S,
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cup: a prospective study

TEMICHT 2 SR

2019 4 4 B 71T

B
7L

Intestinal Research $17&HE 25 266 H~212 H

Efficacy and safety of cold forceps polvpectomy utilizing the jumbo

(D 2Ry TEBRMHTERWZABEELRWRU A b —0FHEE

#E#&4 Hiroshi Hasegawa, Shigeki Bamba, Kenichiro Takahashi,

Masaki Murata, Taketo Otsuka, Hiroshi Matsumoto, Takehide Fujimoto,

Rie Osaki, Hirotsugu Imaeda, Atsushi Nishida, Hiromitsu Ban, Avano Sonoda
Osamu Inatomi, Masaya Sasaki, Mitsushige Sugimoto, Akira Andoh
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Efficacy and safety of cold forceps polypectomy utilizing the
jumbo cup: a prospective study (% >RA v TEBHTFER NS
EEZELRWRYAY F I —0FHEE RS HT ImSH
%)

S ERCCER

ER/BEM: PrFhy TERMTEEAL-BEZELZWARENR) —F
BNk (cold forceps polvpectomy: CFP) (ZBEJ DTS HT HHMEIT L
DETHD, Lichi-> T, REOEHER (clean colon) ZERT B0+ R
Hw FHEMRSETF AR LT CPP THRIRE U7 5 mEA T ORUMR Y — 7 0 BEF 2 f1H
ZICHEML., FHOZ2EE | FROTHRELERNREREIC TR —T0R%
L. EERBFOEREEZ I 092 EL K> TEOEEETMEL /2.

ik 21546 ANS 01T4E 12 AETIT, URTOmUTOEXNBSLUVESE
TEDKIBEAEIZST L, CFP 23 2 ., WHESAYICIRME & 21 2 /- 361 fEM 573 57
Ea R Uiz, SEORETIZIZEORBARERE TIRIE S B TomMkETo/
FER 2 F Wz, FIENT 6 @R E DRRIESER = A= mEw (1 ) 1R Lz, | 50
RS T + O—% 165 EFNCERL . MEIFESRICHER L 261 /HEICDWTHETE
OFELTER LUz, | EHRORBRE 7 + O—BHIR Y — 795 (FP BORHE LI HET
5, b UL Y EHEROMNEES > FY—PHRERILENSRUABTHS &
EALSNABEFIHENBEREEHE L. —FH, 74 0—7 v THAERE THMER
DEFE M- ZT, FE CFP T EF—t A > MR —F 2B 5811 #
FEEEEELE.

CFP 129 % BEAOFRARZFIIANESERERFREMRICT VL. FIREICES 24868
Uiz, BRAIERR. NBI KB Z THRIREMEE2BR T2 Z RO F£HRONESE
74 O—THRIMLOEELT 5 Z L THE Lz, HllgERBEIHT S CFP I
HEIROMILIENRERHN 1 BRI ICHC THT L. TEMEEER. 12508
BORBEOERRE L, BIGHMAER & L UEBEN—EMRE, | FE0NEHE
T4 0—BFD clean colon EREBE L, FNEANEEEEEERNCHEL . ¥
7o i - B E WO EERERER LM ETo TV A, Hifnld. k% 30 HEL
MIZiEmEEL M EFEREL =,

(%) 1. MXAEFETR. WROHM - B - iR - FE - BROEICERL. 2TF
BETY TE2AWTHFETS &,
2. XHOMIZIXRALENI &,

| 3



461

Ml 3 0 2 GREML - WxCiLILm)
(Eaf)

[(55 . CFPIck 2—EUIRZ 3m L FORETRGE <., WETT LoRns &
BITHERICHA U, Wit 573 mEF 1HE (0. 17%) TRRIME, iiiE
BB NI o, 73 0—7 v TABEREICT, DEYIBRIEMAICERER
LAEDOHAHMNFEFERIT0.8% (2/251HE) THhotz. Ei. A—E A Rz
HBEEFFRRIT 1T% TH o7z, clean colon IZF)EHIRIEICERED 55% TR E
Nz, EEEMTICED, clean colon IRFERNEER OB OIS X OHTE O NE
EEEANEAEZIIIEEL TWA D EMBEEMT o T,

E: (FPICBIT2EHOIEEASIE. BB OIED 7. 3on OFREA R T H/2130
48 8. dmm OABRMFOHERICDOVWTOMETH D, —H. KWL THERHL-E
KEORES. 8mm Oy ROy TOERICET2HEIIT<PETH S, 2011 FOD
Draganov 5 DG T, ERERMTEREAERMF LSy >Ry THiF2E
LT CFP QLR ZERL. Py >Ry 7 TERICEW—0OURRTH-7=
EOMRMRRENE., AHETIE, IRBEOHREERERIZ0.8%ETHD, EHMTR
EShEERBOMHTAERLEBO 4R EWSBERBRELELEETH >, 14E
BOT7+0—7 v THEEREICLD, HXOBEETHEONEERE TR L X
NIREESUH IR SN HEENH e Mo /2. 1993 ££0 Winawer, 2006
fEM Hirata, 1997 ££D Rex 5 OHETIE, FIEIOXKBABRSERERICED SN
LWREDESIINTNSG 0% ~50% THBEMEINTHBY., INEIEIEHR
ERISTHoM. THIZ, PR ENAR) -3, | FHOBHEET. iz
LITEENS, BITEENS. SRS THOLES A FERBLERICHEBIIRE 2N,
ZhiE, ETEE-ORITHER. SWEBTIRENY A R SESEENIZADAALTN
D2 ECHITHES SIKEBTRBERICEEEN TW RLWI SIS BEOHEK
ERREORBEETEIETWAEMREND D, £, FANETIERIERNEEHRE
AMARENEEY S £UELORREF OAEEEICL > TIHDIEES, | £80 7
A O—7 v 7 CHRREORBENRBIEN EHHEEMTEo . KFKTO
Limitation {d. B—OEFEETREI N0, BIRNA 7 AOFEEZT 5T
BEfEM BB Z EMBT oD, i, 7407 v THEESRE CTIEHER BT
TEEDR2HDATH oM. ILFANERY) =T ETOEMESERRLE L THE
Bz VA, EpaiEE S B sahoTt, . NESERETEHZ T 32T
INETEBRENE > TWANEEMZHRT A LI TERNWIEBEZI NS
B, B 7+ 0—F v THESREIRZEENHH S,

R Py oRERETEERALRE (FPIREETH D, SmEAFOMNSEHEEITH
LTEW—fEYREER Lz, ENEREEN 0. THo/cZ &, Ty Rl
FE{EA L7 CFP OEEEEZEMIT TS, YEREROREDKEFEONEE
WHEEHIL, clean colon ZERTAHOEERERTH -/,
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HEHYHMA K OWTORESR

BHEERKERE B

FURFERA: _E#/I X

(&F48]

KL, FDIFEE A ED adenoma-carcinoma sequence M5 FEET H7-0, A
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Contribution of somatosensory and parietal association areas in improving standing
postural stability through standing plantar perception training in community-dwelling
older adults.
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Contribution of somatosensory and parietal association areas in
improving standing postural stability through standing plantar
2(isa cEE | perception training in community-dwelling older adults.
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BLETREAARBDTBILMNHRIESND, T, T OFAOFETIE, SPPT POREEL
b RERLIENTHEENDSE, TRETHhOEETD SPPT FOMEELIZAL SR TR,
Fox i BRICBITD SPPT OIS LA A ESHIEENOUENRICHFETHLHEEL
oo A TIE, BRBEVE TR SRLED 2 20 SPPT O AT AEHUEHRICHEEL,
2 DM SPPT #FEML T, /i ABIE T ESRIEEASEDRERIEL:, TLT. BRBIW
T35 4o SPPT R OfMiE B % MRl 52T, 2 50 SPPT 1238175 SLAT S 3l 8l h i
DRIFET ORI LR TR EMLLE,

[FFiE]x&iL, 60 MLl ED B & 32 ALz, RS LUEBEEEH 5% . Mini Mental State
Examination (AT MMSE) @& 4793 21 AU T OFEEERIN LI,

AFFFE T SPPT Bt €, M BEORBRMIAFG A, REHTR ), BREZ SRR, i Ess
e HZ ML, M RB O ESFEES X, SPPT fiEicsWCELBEHEZHVTH
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Efficacy of neuraminidase inhibitors against HSN6 highly pathogenic avian influenza virus in a
non-human primate model. (3t FERIFTFAICBIT D HENG BREFERA w7y
DA NALRT DA T L= —EHEEOTEE)

Antimicrobial Agents and Chemotherapy. 64, Issue 7, e02561-19, July, 2020

3534 : Cong Thanh Neuven, Saori Suzuki, Yasushi Itoh, Hirohito Ishigaki, Misako Nakayama,

Kaori Hayashi, Keita Matsuno, Masatoshi Okamatsu, Yoshihiro Sakoda, Hiroshi Kida, Kazumasa

Ogasawara.
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1. Efficacy of a cap-dependent endonuclease inhibitor and neuraminidase inhibitors against HTN9
highly pathogenic avian influenza virus causing severe viral pneumonia in cynomolgus macagques.
(BIEY A A AFRER T HING ERERFER S v IV F oA VAT D% v
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Ogasawara, Yasushi Itoh.

2. Low replicative fitness of neuraminidase inhibitor-resistant H7N9 avian influenza A virus with
R292K substitution in neuraminidase in cynomolgus macaques compared with 1222T substitution.
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Antiviral Research, 178:104790, 2020.
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Sakoda, Hiroshi Kida, Kazumasa Ogasawara.

3. Immune profiling of influenza-specific B cell and T cell responses in macaques using flow
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Intmunol & Cell Biol 2020, 1-10.
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Efficacy of neuraminidase inhibitors against HSN6 highly pathogenic avian influenza
S YCRE H virus in a non-human primate model.

i FEe MERIT T CHIT D HENG BFFIERA AT U A A RITH
B/ A7 = —EHEEDEHE

[Purpose of study

Since first detected in humans in 1997, highly pathogenic avian influenza viruses (HPAIVs) such as H5N1
and H7N9 viruses have caused high human fatality rates. Currently, the ability of transmission among
humans is low, but HPATVs mutate and pose a significant public health threat.

H5M6 HPAIV is the first influenza virus carrying N6 neuraminidase (NA) causing human mortality.
Previous report showed that this HPAIV had a high potential for avian-human, human-human transmission
and wide dissemination. However, the characteristics of HSN6 HPAIV infection and the efficacy of
antiviral drugs against this virus have not been well clarified.

The purpose of this study is to investigate the infectious disease induced by HSNG HPAIV infection and
the efficacy of current available and easily accessible antiviral drugs.

Methods

Cynomolgus macaques were challenged with HSN6 HPAIV and then treated from day 1 to day 5 with
saline (control), oseltamivir, peramivir, and amantadine. Clinical signs of diseases in macaques were
monitored every day with a clinical score system. Swab samples and blood samples were collected to
examine virus replication and immune responses. Macaques were autopsied on day 7 post viral challenge
to examine histology of lung tissues.

Results

1) HS5M6 HPAIV infection led to high fever in cynomolgus macaques.

2} The lung injury caused by the viral infection was severe, with diffuse alveolar damage and
infiltration of neutrophils and macrophages.

3) Levels of interferon alpha (IFN-ct), interleukin-6 (IL-6), and monocyte chemoattractant protein 1
(MCP-1) were significantly increased on day 1 and then decreased on day 3. The increase in
IFN-o. was inversely correlated with virus titers in the trachea and bronchus on day 1.

4} Oseltamivir and peramivir (both are neuraminidase inhibitors), but not amantadine, early
reduced virus titration in swab samples.

=) 1. REXABTESR, RO - k- BE - £ - FRoEcE#iL, 275
BETYATEERCTHETAI L,
2. NEIOMICERA LR &,
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Discussion

1) The virus caused severe pneumonia and cytokine responses in macagues, comparable to the severe
states in humans infected with HSN6 HPATV.

2) Oseltamivir treatment and peramivir treatment were effective in early reduction of virus
replication in swab samples. However, we detected virus in respiratory tract tissues of peramivir-
treated macaques on day 7 without any reported antiviral resistant mutation. Treatment with
peramivir more than 5 days should be considered in order to reduce completely the virus
replication.

3) Amantadine treatment did not reduce virus titers in swab samples and no antiviral resistant
mutation was found in the inoculum virus. This finding suggested that the efficacy of amantadine
is also dependent on other factors than reported amantadine-resistant mutations, We detected lower
virus titers in respiratory tissues of amantadine-treated macaques than in control macaques on day
7. Amantadine possibly induced reduction of virus in tissues via effect on immune responses of
macaques.

4) Levels of lung inflammation were not greatly different among antiviral drug treated macaques and
control macaques. Therefore, treatment of H5SN6 HPAIV infection with current antiviral drugs
within 48 hours as recommended widely may have limited effectiveness in level of lung
inflammation until day 7. Combination of current antiviral drugs and other medications, and
development of new antiviral therapies targeting into host factors are necessary.

5) Interferon alpha (IFN-or) significantly increased and was inversely correlated with virus titers,
indicating that [FN-o. may be a protective factor against HSN6 HPAIV infection. Early treatment
with IFN-c. might be a potential therapy.

Conclusion

Oseltamivir and peramivir, but not amantadine, were effective in reduction of HSN6 HPAIV replication.
However, pathological findings of severe alveolar damage were not greatly different among antiviral-
treated groups and the control group. Thus, the present study showed a need for close monitoring and
further studies on viral pathogenicity and development of new antiviral therapies.
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Treatment strategies for patients with advanced ovarian cancer undergoing
neoadjuvant chemotherapy: interval debulking surgery or additional
chemotherapy?
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J Gynecol Oncol. 2019;30(5) :e81
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Treatment strategies for patients with advanced ovarian cancer
SArRACHE B undergoing neoadjuvant chemotherapy: Jznterval iiebulkin_g su.!rger}r
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