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Role of Hypoxia-Inducible Factorla (HIF-1o) in T cells in development of vascular
remodeling

Shuhei Tomita, Masaki Imanishi, Takumi Sakurada, Noriko Yamano, Yoshitaka Kihira, Yasumasa Ikeda,
and Toshiaki Tamaki

Department of Pharmacology, Institute of Health Biosciences, the University of Tokushima Graduate School, Tokushima, Japan.

SUMMARY

Recent studies have shown that the cellular immune response to the hypoxic microenviron-
ment constructed by vascular remodeling development modulates the resulting pathologic
alterations. A major mechanism mediating adaptive responses to reduced oxygen availability is
(HIF-1).

dependent inflammatory responses in T cells causes an augmented vascular remodeling induced

the regulation of transcription by hypoxia-inducible factor 1 Impairment of HIF-1-
by arterial injury, which is shown as prominent neointimal hyperplasia and increase in infiltration
of inflammatory cells at the adventitia in mice lacking Hif-1a specifically in T cells. Studies to
clarify the mechanism of augmented vascular remodeling in the mutant mice have shown
enhanced production of cytokines in activated T cells and augmented antibody production in
response to a T-dependent antigen in the mutant mice. This minireview shows that HIF-1a in T
cells plays a crucial role in vascular inflammation and remodeling in response to cuff injury as a
negative regulator of the T cell-mediated immune response and suggests potential new therapeutic

strategies that target HIF-1c.

Key words : vascular remodeling, hypoxia, hypoxia-inducible factor
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Medicinal bricolage design of hypoxia-targeting drugs and invention of boron trace-
drugs as next-generation universal drugs

Hitoshi Hori", Yoshihiro Uto", and Eiji Nakata"”

VDepartment of Life System, Institute of Technology and Science, the University of Tokushima Graduate School, Tokushima, Japan
% Present address : Institute of Advanced Energy, Kyoto University, Kyoto, Japan

SUMMARY

Hypoxia is now considered a fundamentally important characteristic of the tumor microenvi-
ronment. A discovery of the hypoxia inducible factor (HIF) has led to a rapidly increasing under-
standing of the molecular mechanisms involved in tumor hypoxia. This in turn has led to the cur-
rent extensive interest in the signal molecules related to tumor hypoxia as potential molecular targets
for cancer therapeutics. In this paper we give a medicinal bricolage overview of recent advances
in hypoxia-targeting drugs research. These hypoxia-targeting drugs include antiangiogenic- and
sugar-hybrid-hypoxic cell radiosensitizers and hypoxic cytotoxins, hypoxia-targeting boron neutron
capture therapy (BNCT) drugs. The evaluation of ADME-tox and pharmacokinetic properties of
drugs are extremely important and essential in their discovery process and their lifetime. Tradi-
tionally, as well known traceable drugs, their radiolabeled compounds have been studied for their
purposes. However, there are some inherent problems such as their half-life and regulation of
experimental facilities. For the purpose of overcoming these problems and creating drugs with
functions required for systems biology or emerging physiology, we designed, as a traceable next-
generation drug model, wholly innovative drugs named “boron tracedrug,’ their architecture of
which were embedded boron atom in their scaffold or skeleton. These boron tracedrugs could be
detected whenever and wherever you need to access in their lifetime. We called them “honnéte
homme” drugs. Also utilizing this specific property of boron tracedrugs, we suggested the neutron
dynamic therapy (NDT).

Key words : hypoxia-targeting antitumor drug, hypoxic cell radiosensitizer, hypoxic cytotoxin, boron

tracedrug, neutron dynamic therapy
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Clinical significance and therapeutic implication of Hypoxia Inducible Factor-1 (HIF-1)
expression in gastrointestinal cancer

Tohru Utsunomiya"”, Mitsuo Shimada®, Satoru Imura", Yuji Morine", Tetsuya Ikemoto®, Jhun Hanaoka",
Hiroki Mori”, Mami Kanamoto®, Shuichi Twahashi®, Yu Saito", Shinichiro Yamada® , Michihito Asanoma”,
and, Hidenori Miyake"

UDepartment of Digestive Surgery and Transplantation, and » Cancer Management Center, Tokushima University Hospital,
Tokushima, Japan
% Department of Digestive Surgery and Transplantation, Institute of Health Biosciences, the University of Tokushima Graduate

School, Tokushima, Japan

SUMMARY

Hypoxia inducible factor-lo. (HIF-1o) and histone deacetylase (HDAC) expressions in gas-
trointestinal cancer, especially intrahepatic cholangiocarcinoma and pancreas cancer, significantly
reflect on the malignant potential of these cancers, and are significantly associated with patient’s
prognosis. It has also been shown that HIF-1o is deacetylated and stabilized by nucleosome re-
modeling and histone deacetylation (NuRD) complex, consisting of HDAC and metastasis-associated
gene-1 (MTA 1), leading to angiogenesis. More recently, it has been reported that HIF-1lo
induces tumorigenesis and ultimately cancer stemness through epithelial-mesenchymal transition
(EMT). Therefore, HIF-10. may be one of the master molecules of cancer progression, and it is
expected that novel therapeutic strategies will be devised by controlling the signaling pathway of

HIF-1oin hypoxic condition of gastrointestinal cancer.

Key words : hypoxia inducible factor-1, histone deacetylase, epigenetics, cancer stem cell, epithelial-mesenchymal

transition
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Abnormal oxygen metabolism of the kidney and identification of novel therapeutic

targets against hypoxia

Masaomi Nangaku

Division of Nephrology and Endocrinology, University of Tokyo School of Medicine, Tokyo, Japan

SUMMARY

Chronic hypoxia in the tubulointerstitium serves as a final common pathway to end stage kid-

ney disease in a variety of kidney diseases.

uptake efficiency of the kidney is relatively low due to arterio-venous oxygen shunt.

Oxygen demand of the kidney is large, and the oxygen

Thus, the

kidney can be hypoxic easily. In diseased kidneys, induction of hypoxia of the kidney is multifacto-

rial.

These factors include reduction of peritubular capillary blood flow due to activation of the

renin-angiotensin system, increased oxygen consumption by tubular cells due to uremia, and renal

anemia.

Cells are endowed with the defensive mechanism against hypoxia, and hypoxia-inducible

factor (HIF) serves as a master gene switch of various adaptive mechanisms, and activation of HIF

induces a number of defensive responses in a coordinated manner.

Many studies showed protec-

tive effects of HIF activation in experimental models of kidney disorders, and we are now perform-

ing detailed analysis of responses induced by HIF activation utilizing ChIP-Seq.

Key words : hypoxia, oxygen, HIF, ischemia, chronic kidney disease
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CDDP 2 Alfif ik & S-1HAI DA% s 2 54 3
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AR B L 72770 = OVERIR S 3 AHEER (FLAGS)
AT iT=HS, S-1+CDDP OB IR SN % 0o 72,
¥ 72, S-1+docetaxel & S-1HFAOFR M % KT 5
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Day8
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F 1 YIBRAREELT BRI % DCS #HED S 2 HEiR

Z%  Downstage %  down staging MEHEEALHIN A LEDIR
HALATFHE (9% EHEIXH)
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2. ToGA #Er
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Chemotherapy for unresectable gastric cancer

Tetsuji Takayama, Tetsuo Kimura, Shinji Kitamura, Eriko Aoyagi, and Hiroshi Miyamoto

Department of Gastroenterology and Oncology Institutes of Health Biosciences, the University of Tokushima Graduate School,
Tokushima, Japan

SUMMARY

Although the incidence of gastric cancer is declining in Japan, it is still the second common
cancer. After 2000 year, several new anticancer drugs for gastric cancer have been developed,
and overall response rate and survival have been 7-51% and 6-12 months respectively. However,
these are still unsatisfactory results and the majority of the metastatic gastric cancer is incurable.
We proposed a triplet regimen consisting of docetaxel, cisplatin and S-1 (DCS), and performed
phase I and II study. The results showed that response rate was 87.1% and overall survival was
22 months. Now, phase III study is under way. In addition, recently efficacy of herceptin, an anti-
body agent against HER2, was proved for HER2 positive gastric cancer. This is the first molecu-
lar targeting drug that was approved for gastric cancer. In future, combination of herceptin and

cytotoxic anticancer drugs such as DCS regimen will be tested.

Key words : gastric cancer, chemotherapy, molecular targeting drug, predictive marker



WEREERE 67581, 2% 29~34 APRIL25, 2011 (23)

TR 7% [ R b RERE S | ORI

ooR ME B, h O A
DB R PIR

Y, &k B

29

DR REFRFEBE ANV ZINA 3 A T AT G A R 5 el R i e o VR 253 B

CPR23% 2 H17H A1)
(PRi234E 3 A 4 HRL)

F oI

[E KRS | v ) SERIEREFEICIE 2L
HDHLEHETH L, S, e, 1T5H%EOHRIZIE
KR EAEEG- L, A EEREALIE & A2 0 JRAEEATH
T 7 KA BE 2 BRI ARAE & L O, 2o ELmEL LT
Sk, KR, B lhFdbresnhTnil, 2ok
2 TERBNPRRERE S | & 2 IXGRE, KRR, KT L%
FHLTWBZENF—HNTHD, —J7, Bz IE885
%57 EEREETIME TIX M A TR, KRR, AT
EERBOTHE LFEE LX) Iz nzd o0,
BRI IR E R B D720 IR I B %
EL) U OAEEEN BT = ARL L r6$H
bo TO X RIRREIIHR LRIED 22 X9 1K S
528 d ) DRI OEFENOBIFERT L9 2B A
Wlirolze TD L) EGlZ D BITIEZDOHGE L
CLRDEILREEZDH S DT EENLELLE, Z11
EATBIICED 720D [mRfERERE] Th h 2hid
kPO DRFE, KR, Tl eRHTLb0L 3R
oTWh,

T Al

FEB 1 : 28%%, B

221 g, FEE, FOIEREE, KEEAVE U7z, ANV
REDBMSNIEE N0 TADADEIL LEYHEEZ
e LT b, RUERERKEID % ) [E LI R 2 5
REED D 2 L) IERZIT SN, BREIEIZ/X— b
TEIH L TV L ER I e 2 IFAR) LTW

LHIRD D %o ZBWOMT 06 IR T 7D % L)
IR R e REBED & W HIZHEKIEIAT 2 8h e
ZEbdb,

COBEZIANNVRANMRBEETH S, ZOBKE—
e N> [H7z8] »SIEHO 0 REESH B L9121
B2WEL) RABIUOREDINEYT—2 3>
DETHDL EFEHB L T hhol, 728X FONE
PEB#LTWTH ERIR L) IZEfS L Twi
WEBARI TR L2 N ) F—va v EfTH) 2k
X TEhhor,

JEB 2 595%, HE:

A 28 % FEAE U AT PRI SEEIIR — R IMEIIR 2N A 7 2 Al
w7z MIBRGRITBIFAPEROMKT, SEHIET
o ENFRAT L 720 MREFIIFT R TIE, BEOLAER K
O T L ARSI, N AR, i
SMARATIZWRE T H o 720 CLET A8 2 J1 58 54l A
r—)V (HDS-R) 28/30, Mini-Mental State Examination
(MMSE) 28/30T & b IZRRANE L 1TV 2 WL N T
HoT,

CORBIIWIEEREETDH DL, WIEEIZEEZHR M
BEETIEDRHLEPEVICHBRVEETTATY S,
L2L, FEGDEEGABIE) LFFR TS,

ZCTHIR LS 1, 2 PTEI 2 EIR T O [ER
RitkRERE | ThH Lo
SMER RIS L D IR 22T 2 E, —RIEHRL



30

7oL ICAZTORRRICHNO T, KiE1rS [HikbE
FHEICRo>TLES72], TADREDb-oTLEST2] &R
NN D BB b, FOWE, FEROEEDN L V1R
JEPFENIZS 206, HAREERHE AT
o THD THEENMEANTH L Z LICEMNE, DO
THEE TR, TORRNFPZZTRY LTS [H
RIGHEREREE | TH A LHHT L EN DL, 2D L)
WCHEENRZ 2, HEVIERZIC W EBZFOEE
OHEBIF MY ETCRERYIFIZR>TwD, LR
REENHIULE NI L TRE D L WIIRES % DU
FRIHIEL LI EV) 21 h b, BEFRZIZLL
IR EMFRY S BT H AT T & 2 VIR IC 2
DETH B, PlzIE, FEH 2 1TIFIERLEE & v ) i
K3 BISF 2 S ITIRE DAL R &0 ) IRAE I
KOO DBRENHRAZ TOBHTIIRZ T v, uhl
FEMRBIEIC X B[ E R RS LT A2 LIl o
TENIEHMEIC R 5,

= RN EEERE F DR RT R 1E

ITEH 7 e R RE R ORI AR R O 2 R 1 IR
TEEBITLUTITHET T 5o

F1 SRR E BT (ITERY) OEMA

1. B E % 5250 pn DFETE
N JE R AR, R, R ATRE AR
AT 2 © OBAEETH 5
Wifg, Wiz &10 & ) RaBEE R L 7% 2
TERHER (B 5 VIEBHIEIC L) REATE
1 L7 & W)
1. B IC 5o CREBEED S b, BkRE
Y LCRETHETH 52 Fa Bk (1 -
2) #K<
W IL T 7RI S AT A0
IR &R R
3. GERMEER, RELRGRG, foERE
YR
1. I~Mz3XCilzd
2. BMSERHIR D SRR % B L 7212 1S 2

M. BALHE | 2.

V. 2 2
3. MELEENMETR 2 S%412T& 2
1) mixe

HHETIZ20014EED S 5 EMIC DY, EAETTEE

Mo M E

FHEL LT [ RERE ST 7 IVE¥E] 25, B
BRBEEZINE)F—Y 3 rkry— LEEI2MEO
HigfhE OE#IC L ) EfS N, BIXTE, ZOET
VEFETHB L7z [ HE ARG R O R AT O 85 12
M FT 5B ISHLTEW, UNEYT— a0,
EETIREOTENHE.END Z ENRAILETH S
LIRRT Wb, EBELOIEZ OISR R E 24T
FLrg i [k ibsresss ] LITR S & C o Aud R
RIS E L I F—TlE v, TO—FEEZ BT
572D F OBMEELEII» 4 D BN R L DIk > T
b

2) FEERFIZOWTY

AR RERE T, B ARTE £ 7213 S AR TR ISR
Vb, TNHRERE, FEEE, FITHEEE, 1
RMAITEIEE 2 EORABEES L2 L HEIC: 5,
Ot E

REEEICL ST, YoBEEEFIEzEN), HLn
HRFELRZONLLS b, TODIMELSRLEI &
AR LEM LAY 3 5,

@i EREE

FREICIE SRR L HFEEE D ), TomEL
L CENZTheiEiEmpE L L emElsd 5, &
MerEEEREE L LT, [IFARY LTWwa], [HEES
VE¥x 3 CPird 5], [E£PH8%Rw] 2ETHL, F
M Ze AL/ B 2 S v TS, BRI
A ERIEE A, R ICA T RIXEI IR SR DN IEZE D L 9
12, BEHEZEOREIGHEICIoTHEL S, ERE L
TIE, FEMIICIE, BEIIEEGAN (F) 2m&, £
DFMEP Y ZHERL L) E$5, BUEHICALE, &
HOBS, BEEITF— 7NV EOEGEN () oB»TICR
WOWlehroizl), BEFEKLAZDT 5,
QFATHERE R &

FATREREII LT O 4 oD a v R — 3 v b v LIdiERE
WZr 72X, $xbb, 1) BHEOHKE, 2) &l 7
%, 3) HEEICmD» - TRHE 2 EBIAT) 2 &, 4) %R
BICATEI 24T 2 &, 2ok b, FATHRRERE L LT,
BIzIE, B CTHEZ27TTHDIT L2 FETTH I LM
TERW, NFRRLTH DR wEMH TE L, W
EHNE o)V DITE T D, REVDH L,

Ot & TE)REE

NI Y ) 2RROARFEL FHT LI LHTE,

FRATO HODITEOREEZ S FHL, TNEERT S



TE 7 T R RE R | ORI

TeOWCBELATE R SE, B O8I REICH
Mo THIADF LI ENTEDL, COWEXONE LD
MR LA O 7 9Tl b EE 4 PSR THZE T2 OIS
L) S F SERTEEESBIT 5, HANITEIREE L
LT, BELL L ATE), BAE - 0 R LATH), f&
RRATEI R ED3B Do JEBI 2 AR L2 RED & { vl
A AT > THND £ DX DfEERITEIC S
2%,

F7z, T TITEFIBRS TV W AR AN S R
RREMRET X (RO D, TWak/RKUNC & o THEED v
DENIELITE-T-NVE o720 T 5,

R OIER 1 CIREERE, HaSiTEiEE, 5H
ORI A, FEGI2 T, REREEZED D,

3) AT

1,23FNEER 1, 2O MRI 2R L TWh,
LIFANIV ARG OMBHTERR %, X 2 13 PRI EN IR
M ORHIERZ TN TN L Twbd, 2O L)1
MRI, CT % L& o TIHNOBHE PR SN L LED D
bo 72721, T AMENRIAG 2 &0 L) IZRMORE
THEIRSABRIC 2 AEODOb Db H 5720, #@%
DFEJERG T CTOMRE CIHRENREDPHR I N TV LD
ZWEPH UL, BRETORENREDPHELTE 2L
TLZWREE LT\ b,

1 JERI 1 © MRI FLAIR #i{%
FEMBEEE S E TR LRk Z RO 5,

31

B2  FE6 2 o MRI T25 3 mi{g
7 RN BIIR R L2 S I 2 R B

4) BsbsEHE

IS DB TR & 5 12 F LTI S 12 7% -
72 THHEAG R OHRAE~O#IS WL HT 25—
] 2RV AL7ZZOICZOBRYEBIEEETH S, Flx
X, TN~ —FOBES [ HEANG RS AE
NS HEEE AT 5 | REBICR > TR B ET VH
ENRIEE L7z [ 1AL RV, MERBIZEY
TEEHRAFIHTE TS %0

551 IR EFERE 2B & U TR BICIZM D
TEMIRZE I EED CRAEETH 575, BEREERZ TR
DL TH D120, KiEHMTH L %06 THRNT5] &
bitABRONDLY —J, KBEPH LMD Lo T
BRI REREE & BT C A R VbIT Tld R v, HHEER
LHAEEEREEIC L TR AERD L EEREIRE O IH
HIZH b &) RiBbEETH 2% 51E, ERNEEREE
L LTk TE 5,
BIIEIZDOWTT I INA Y —iHEFIZ L CHBT %,
TN INA X —IHCTIIIEROFIENSER SN, FLEREE
HRHEE CH ARG ICHIKI A D ), MRI C 13 {8 58 3 P9
DA % 7% SPECT T b JA T BAZE R 507 Kl o 4
KT 2R LI O S E IR EDFAENTER T E b 74
HH 1 EEERE, DR, 235, 7LV
NA T —IFITHEITHIR R TH D ORI S D, FERE



32

FEREATHRE R &1L, ENEHBOSZRAH 2 T
HRETHDHEVCH)BRPLBRIMAEHIZANSLGN TV,

5) #&W

I.EFERENH Y, Tz IREFN L CHEERTE,
M. BAREE SRS L2 U R g & S C
&b, BRMEEREEIZLZS [RAhvEE] L5
bbb L)1, Mmool T—RLs%
NICHRZBIFEIIELBDTHLNLE2HIIEIETH
HWIETH5b,

6) HEHIH
RAICENTZL ) ICZDOBWHEEIZDETVEET
ML 72 THHEEEL O SER~O@EIICHEEY AT
BH—EE] BT L0 VBEN R L DIk T
Wb, o T, ZOBWEMER, SHROES - [BEOF
BABTZ, @, RELEZT) ZEFENTHD LA
RENTWDS,

7) WIEMEO R T

CDOBWHEIIIREN DD TH ) O EXZ L
THOWZITFNE R S v, Bz, RRAERETIE T IV
VN =D b B WML TEERAE b A7 v,
FER) 2 13 RINAR GRS 5 L B C X 2 052 DR NITIT
FEDMBEMRAETH B, £ 2127 T DSM-VIZ X 2 Ifi
EVERRAVEOBWIENE (FH) %A D &G RRANE D
% ATERINBSRERE E L BT C & 5, MILEEEIH I
EHEFER & L TA0 L EA S GEE 6oL L) /i
WREDEEZITL I ENTEDLDLITED, 20 [ER
PR BERE S | ZATBUNICRIIT 2 L) I L2 BEREE R
MISRILAE R AE S 2 D F T4 TERNbkREREE L L
THEWT2DEENL LHICEH. LarLids, &
WiZEHED D ) & CICEMDSHIR S LT Wbl E, 2
TELDLHETH 5,

F2 DSM-IVIZ & 2 iR e o ke (Ea, HEH#E—3H)

() Rtk

A T(2) k3B, A7, SR, BATHRRERED 1o 2132 h b
FopEE

B | FRARRERRE I X B AR ETRIRB O KHEDIKT

BEEDHH & LTRItR LT 5 &S N2 5 A iy s
e L I E IR 2 kg A i S

D | FAEDKY

MR M E

=R ERERE E D TRIK

1) &R Re ks & S =Y
EFNVHERBICH 72> T, BERMEREEEL AL,
FEREDS18/R L 6o R CTH D, EHE - ik —E A0
REIZE DB LA EFLZXEL I LA TEL L)1
it BIEBIOERBDI B SN, FRL72X D12, 65mLL
ETHNINERBEOT R Y, 18 A T dh ILITIHE
BFRIRONRIZR S, F72, 18~65m A DOFERE T
NSNS TTEG 2 O F R DAL T OIS ERIC 2 B
LEZ b N—IbEz XY 57z,
ETNVHFHEDNRIZ % o 7-D13424% (513294 78%,
IS 22%) Th o7z FEEE L LTIE, 45
RIS 76%, WA REE17%, IKERRINIE 3 % CTH - 72,
B THEDPEEICS WOILEREE L LM
R E EOTVwE NS THLEEZONS, fE
we LT, REREN%, HEREES2%, HITHRER
ET5% DNEIHEN T D 2720 2D 3FERITDOWTI,
O ) T30 d OFIFT0% T, 2o oY 12
% TH Y EBDIERE L DOD L LA HWTHD LN
Zho T, BHEMEDI DI L TEHEILLDLZEDHSL
P ENTze REDITIZARRIRED R T EHEE DR
T B, MBEREDN120D ETH ) 55 4 L iR
RHDBATREEVIBILH o7z, TRIFFTEIC TR
ROpEE] OFEFHTHY Z TR EIFTwDE 8k
iR REREE | LB INLINEBITH 5, FIEHEREREE
2P L DEEABI% TH o720 T b bEKL EofT
T ABEH R B BE 2 S RN BB B 5 D A 7 & 9 T RREE R
EFEFAZZIZOWTHINE ) T =2 a Y EIT)LE
B 5o B RMBERERE O E IR ORI L EIEZ
WIS ETH 575, HICMRI & CT HHTH 5,

2) FEBRKFREOIUIR

8 B VR C I B RN B RE RS 2 0 A% SRR Bt A% & i R
ke, BEERE A &7 U F mREERE, RRRERIVE
WbE, RO ERREE, &7 =k, WL
Wike, tFAmEBEASENENHS TW b, 20074E 4 A5
LEERAIRESVER 3 X ORI 3B\ TRk s
ORIV R AT o 720 T OMRIRTIEB0, M,
F— MEFIFEZ. OB, V) F—2arBLUZFD
T RNA A E &R To>TWA, 20074 2 A 70 520104E11
HFTl2109% (B73%, X35%) % d b\ VKK
PAHFRICFI N 2o AT OERE DTV 5 D50k 5 0°



T 7 [ RIARREREE | OB

254 L b % (60 (20%), TORkr (15%44) &7z,
RS L L CIEmErEsE (334%), MiEs (18%4),

AV (16%) DINEIZS 0o 720 RIS S O PIFRIZ
M 2E15%4, MiIm10%, < HEETFHINL8 % TH 72,

BRI R RS E X W R ME 2 S 13 AR 2 B L 7 REE T
R ENBH, PRI EILZ DR R RPEMIC X > TEX
MNERERE EZ A LR T VR L) I HLBEFIIL ) 5,
ZFOrHEMoOI N F—2 3 VEMEEEZ S E2D
VEMYTHLIA -2 - F Ty FMIZBWTEREY
ICHR L E#RZF TR LEIERDDHL L EEZ
55,

3) [ERtREREE | D414

20074 3 HICL B LIF R A TWAEERICB W TH ER
AR BB B B R N S SHE IR S 720 20084EFE £ TIL2IUE 4
P CREXDVFER SN2 RIERKZHBLET) EFL Vo
FEEF Lo VT - FEO—B L SNb LT
L\, —J5, BAEDIRED [ERinbRERE | 72 & 30
ENTVEVWREDHLYEBONL EFHIND, it
FHRIGICEZ ) NE ) F—3 3 Y OBEEEIRE SR
TWh, 20720 L) R [RREREREE] Lvwo
Wriz7ze ) o Tde b, —Kuy, EEEEE
MV ORKSETEEN 2 & O FERREY AT ) LB D B, [EIEAE
HENT OBIIEF O —BR L WO 720 Y TidEH 1

33

FE R RS REPE BT R 2 fTo T Wb, A—T v H v
T7 LY ADOTRIELLDONZSBMLTHR LV, F72,
FHACBIIE LIkt 2 U NE ) 7= 3 ¥ % [k
FEfEE | ORRETRUEBEDL-DILEETHL, D720
i, S - A - BEo e F—va v
THEEZ R — L TBWAEEFPET L, 2070, fi
BEICBU A A2 ) —= v I e Ek L7z,

X "

1) 21 SRR E, U T—varo
72 OFIFENET, 2 iR, EEBEE AR, B, 2003, p.p.
90-97

2) IEETC—HE o ERARAEIR. BRI RERE E N R Ty
7 (WEBAT—, FEZ @), 1R EFER, 571,
2000, p.p. 21-45

3) BT BRI E OTLR & B, &
RIGHEREREE N 7y 7 (hBAt—, FB®

M), 1R, EEAERE, 5T, 2006, p.p. 1-20

E G REEZ )N F—Yarbry— 1 ER

P R T B 18 E 7OV S — P34 ~ R

IEEOF LD, EVHREEZ)NEY T—2 3

vy —, 2004

e~
N



34 MR R
Diagnostic criteria of the administrative higher brain dysfunction

Yuishin Izumi", Kazumi Nakamura", and Shinji Nagahiro®

VDepartment of Neurology, Tokushima University Hospital, Tokushima, Japan
2 Department of Neurosurgery, Institute of Health Biosciences, the University of Tokushima Graduate School, Tokushima, Japan

SUMMARY

Diagnostic criteria of the administrative higher brain dysfunction are defined. Young people
between the period of entering school and starting work occasionally suffer from brain damage. Al-
though the patient may seem to recover, memory and attention disturbances may continue. As a
result, higher brain dysfunction may interfere with return to school, and reinstatement is difficult.
Patients diagnosed with higher brain dysfunction by these diagnostic criteria can continue rehabili-
tation and achieve functional restoration. In the Tokushima University Hospital, many patients
with cerebrovascular disease, brain tumor, or traffic injury (in that order) consulted about higher

brain dysfunction.

Key words : higher brain dysfunction, diagnostic criteria
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Hypercalcemia in patients with end-stage cancer

Hitoshi Miki", Yuriko Ueda", Tomoko Arase”, and Akira Kondo?

D Division of Palliative Care, ¥ Division of General Medicine, Kondo-Naika Hospital, Tokushima, Japan

SUMMARY

Hypercalcemia develops in patients with advanced cancer and severely deteriorates their
quality of life. This study aimed to evaluate the influence of hypercalcemia on the clinical course
of patients with end-stage cancer. This retrospective study included data on 253 patients who had
cancer and died in the palliative care unit at Kondo-Naika Hospital in 2008 and 2009. Of these pa-
tients, 16 (6.3%) developed hypercalcemia during hospitalization before death. These 16 pa-
tients included 5 patients with lung cancer ; 4 with esophageal cancer ; 2 with pancreatic cancer ;
and 1 patient each with liver cancer, breast cancer, gall bladder cancer, renal cancer, or gastric can-
cer. The incidence of esophageal cancer in the patients with hypercalcemia was significantly
higher than that in the patients who did not have hypercalcemia (p<0.01). Of the 16 patients
with hypercalcemia, 10 had bone metastasis, whereas the other 6 patients had hypercalcemia even
without bone metastasis. The main symptom of hypercalcemia was drowsiness in 7 patients, de-
lirium in 6 patients, and general fatigue in 3 patients. Fifteen patients were treated using bisphos-
phonates. After the hypercalcemia was detected, the 16 patients survived for only a short time,
with a mean survival time of 16.9 days. In particular, the mean survival time of 7 patients who
did not respond to treatment for hypercalcemia was only 6.0 days, and 1 patient with a calcium
level of 19.1 mg/dl died the day after zoledronic acid hydrate therapy was initiated. Thus,
hypercalcemia in patients with end-stage cancer seems to indicate extremely critical conditions

with the worst prognosis.

Key words : hypercalcemia, cancer, end-stage, palliative care, bisphosphonates
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Laparoscopic transabdominal approach versus anterior approach for inguinal hernia
repair regarding detectability of type IV hernia

Yoshifumi Tagami?, Shinya Ogata", Masatomo Katakawa", Yoshiaki Bando", and Yasuyuki Miyoshi®

UDepartment of Surgery, Health Insurance Naruto Hospital, and ? Suzue Hospital, Tokushima, Japan

SUMMARY

Objective : To compare a laparoscopic transabdomina approach and anterior approach for in-
guinal repair regarding detectability of type IV hernia. Summary Background Data : Advantages
of laparoscopic transabdominal preperitoneal (TAPP) inguinal hernioplasty, the accuracy of diag-
nosis is strongly emphasized, but this theory has not verified. Herein, we study this advantage
retrospectively. Methods: A retrospective comparative study of 807 elective repairs of a inguinal
hernia repair was performed:a control group Of 341 patients undergoing anterior hernia repair
with or without prosthesis and a study group of 466 patients undergoing TAPP repair. Intraop-
erative diagnosis type of hernia was studied. Result : Fifty-five patients (11.8%) detected type IV
lateral hernia in the TAPP group as compared to seven (2.0%) patients in the anterior group. (p
<0.01). Conclusions : laparoscopic transabdominal approach can be considered significantly (p<

0.01) superior to anterior approach with regard to detectability of type IV hernia.

Key words : inguinal hernia, TAPP, detectability, approach
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Investigation of prosthesis removal following surgery for inguinal hernia

Yoshifumi Tagami", Shinya Ogata"”, Masatomo Katakawa", Yoshiaki Bando", and Yasuyuki Miyoshi®

VDepartment of Surgery, Health Insurance Naruto Hospital, and ? Suzue Hospital, Tokushima, Japan

SUMMARY

Objective : Prosthesis removal is one of important complication in the hernia repair. A clinical
investigation was made on cases of prosthesis removal following surgery for inguinal hernia.
Methods : We performed 466 laparoscopic transabdominal preperitoneal (TAPP) inguinal hernioplasty
for inguinal hernia and 232 open mesh inguinal hernia repair at our institution from March 1995 to
March 2010. These 698 cases were enrolled in this clinical study. Prosthesis removal was retro-
spectively assessed. Result: The five cases who underwent open mesh repair were required the
removal of the prosthesis. These all cases were delayed onset infection. On the other hand, no
patients who underwent TAPP repair were required removal of the prosthesis. Patients who
underwent open mesh repair had high risk for the removal of the prosthesis compared to patients
who underwent TAPP repair. Conclusions: Patients with inguinal hernia who undergo TAPP

repair have fewer removal of the prosthesis than those who underwent open mesh repair.

Key words : prosthesis infection, TAPP, mesh remove
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Long-term outcome after Laparoscopic transabdominal preperitoneal (TAPP) inguinal
hernioplasty for young adult

Yoshifumi Tagami", Shinya Ogata"”, Masatomo Katakawa", Yoshiaki Bando", and Yasuyuki Miyoshi®

U Department of Surgery, Health Insurance Naruto Hospital, and ? Suzue Hospital, Tokushima, Japan
ep gery. 4 4 p

SUMMARY

Objective : This study evaluated the long-term outcome after laparoscopic transabdominal
preperitoneal (TAPP) inguinal hernioplasty for young adults cases. The first goal is to measure
recurrence rate. The second goals are late symptoms, complication, and patient’s satisfaction rate.
Method : Young adults patients who underwent TAPP repairs between 1995 and 2004 were re-
quested to fill in a postal questionnaire, 19 patients are eligible to this study. Study participants
ranged from 20 to 40 years, with an average age of 32 years. One participant was female and
eighteen participants were male. Follow up range was 5 to 13 years, with a mean of 8.2 years. Pt’s
satisfaction scales ranging from 1(not satisfied) to 5(very satisfied) were used. Participants
checked yes or no about late symptoms, complications, and recurrence.

Result : Of 19 operated patients, 14 patients (73.6%) responded. One patient (7.1%) had symp-
tomatic hernia recurrence. Long-term groin discomfort (occasional) occurred in 4 patients (28.6%).
But there are no patient feeling groin discomfort interfered with daily activity. Pt’s satisfaction rates
were 5(very satisfied) : 28.6%, 4 : 50.0%, 3 : 14.2%, 2 : 0%, 1(very dissatisfied) : 7.1%. None of
them were required mesh removal.

CONCLUSION : TAPP repair is a feasible procedure for young adult with acceptable rate of recur-

rence, no severe complication, late symptoms, and pt’s satisfaction rate.

Key words : TAPP, young adult, long-term complication
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i T /NRE Z D 7208, I I A TETH o 72

(pT3, fCur A)o KEWNR, &I L 7T L
FEBN L TIEIBB I UG R 2 47 ) O 03— %)
T, WHEUBRICELEGIZI TN TH B, REFIIILFE
FBEORTIRAWRICE->THBY, AEEOSOHUIELER
RO STz,

KEWR, FRELIRE L MEET gL, —#k
FICAGA AL AR (CRT) 2479 2RR ICE
LIEBNI L SRbILbIE, weekly DOCHlow-
dose FP #ik2v3 5 LHRIGYIRRIC LIS/, KBk, &
TR EMTETEEEO—Flx HE T 5,

C{ET (= [ < B O i 1

T

i A,

T Al

FEBD - T0mAt,

A L AR E

PEARIE © S8 S

SO HAE 8 &, BLE 114/ H X254

BURIE © 20104 3 HEE XD, EFO» A D, R
ILENHERE (GIF) THHI L D27cm 123 /4 HD 3
TR %70, WHGEEEIIATRETH -7z, FERTE
SALBRF LR & i S RS 7z (Fig.la)o
MEHRA TR &%~ — % — (SCC, CEA) @ 53
OF, MK T REFTR LR L

ABEls 52 CT @ 55 13 i 5 5 A 12 6 X 6 X 7 em,
AW AT REIR (RO 120F8 H6 ik L, 2RI © R EDIR

Fig. 1 EESHILEAREERTR.
(a) fLepesnt, MEprhEbesdic 3 RES & 3o /.
(b) ALZFRER, FEEOFW &A% o7z,
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BEDANEAG %30 72 (Fig.2a,b)o F72, EERELIE
JESC & FHICESES I, KEIR, EERELRMEL
ZWE L7z A5 BRIAEREPE ) ~ 238 (No. 106 recR) D il
KzRD, YIERAREN AT A E R cTANIMO stage IV
a Lz L7 (Fig.2c),
Tl wOiGEE L LT, weekly DOC+low-dose FP %
(DFP ##:, DOC25mg/m’ day 1, 5-FU370mg/m’ 24h
div day1-5, CDDP7mg/m’ day 1 % weekly (2 4 8 147)
13— AT L7z HEFRIL Grade 1, 2 DIM/MK
WA, HIMLEREA % 580 72D AT Grade 3 Bl EIZEED 7%
Motze 13— AMEATHO GIF T, S LW
INL, —EBREREER & R B ORI TR L, A
T viable ZJEH #72® % 2o 72 (Fig.1b), CT Tl
BT IRE OBELIE % 380 5 DA, FEFEE O FEHE
WS L, RIRIE C B & KENIR BE O BB IS low
density 2B % 0, MENOBRBIIHEI LIz EZ T2
(Fig.3a, b, c¢)o PET-CT TIIEIEHE R Y I3E~D
BERERETO % - 72 (Fig.3d), Ll X ) RECIST,
PR & HIMT L7z, sBINEE L LT, 1bmiEomkb:, 1
B LA (CRT), Flie RANICIREL, B

1 NI S N
SRS TECE 2Rl 24T Hdte L7z,
FATHTRL - A5 5 5 BhRIATE s TR L7z BEFSHIEw
W& LT L, AFSEL, KEMREEIZL AL
TW7e2s, 8625 PSRBT RETH o 720 ARIRE
I £yl T At 2 GEIERTE D2, WE £ A E AN % AT
L7

FATHEAR © YIBRAEA TR IS B OB R4 L3 B 23R
LTw7: (Fig.4a)o KEIRP FRELICHEAE L Tz
HiE, F4cm BEOREILL2MRMx 2L, FHFEE&
FLFIENBRBE DRG0 & 720 72 (Fig.4b) o

MR B AR A Smm &2 ) L7z,
UIREAR T ORRMEROILFIMRIC, METE? O/ %
FRICBEROBRGFER * 2072 (Fig.5a, d), 1A
T A AN IR IR 2 T I b RO 720, GEERNT
WHERETETH o 72 (fCur A, pT3) (Fig.5¢). iREERTD
I DO HRIES & Bb 7RI, AR oS
Wi hsh SN, GRERITIRICE 2 T CIREH A D mEE
M & RAEMINE, ZREMIEORME %R, Bk
L <@L Tw7z (Fig.5b)o (AT fEE O BEAVRH %
RET LA TH o7z MY v SH B &2 B0 7

Fig. 2 : {be#fekn CT pr .
(a) (c) RFHF. (b) FAKHT.

WaER R ELE I 6 X 6 X 7em KROMER 2380, TATRIIREEICL (L (KH), FEREXEEHICEIFLTED, mMEIIR

HEHE- 72, 72, AXEMEEY S H O AR Z D72,



ALEAARE R IS OB L A 72 i R AT I 8 S 0 — 51 55

Fig.3 : {b2 % CT, PET-CT i,
(a) (c) CT ZKFWr. (b) CT ZikIHT.
(d) PET-CT T id.
JEZEE (RED), AR ) S8 L, EIEREZOPRGEHICSRE L7z, PET-CT TIEFEE, U U \EHORESE
HERORoTz.

L 8 T T R N T T (T i T T AR TR R AL

a

Fig.4 | FLBYIBEA.
MER5 EF AN L, RORaM %2 & L TR 7. IBIRBEA RS A /N IR0 72 (JRHD).



56

C

Fig.5 : HEEELT .

(a) FRAFAESSRHE. HEX100.
) BAMIES. HEX400. ()5 AENEE o #ip.
a) FRAFIESE B BRI T 2 S B NI FR 0 72

o) B TICT /NS RIEGRERD I (RM).

(c
(
(
(
(d) FAMIER DL PRI D% 2N FEBH D NS 5RAT & RE 0

o7z MEFHGREANR S gradelb, MERIFHZ
LR ERzsE, CT-pT3NOMOstage II, fCur A T
Holze

Wit @ it B PRE 7 <l L, MifRsE23 HaRRkE L
720 BUEARIC THfietiiBhigik & LT S-1 (100mg/ H)
B L, Wik 6 » AR TRBAHE L T»b,

AN
=

z K

Al 25 15 AT LS L TUE, — RS ICAR TG Y CRT
47, Ohts HV, Ishida 525 F DA% s L
TWwWb A, CR#*8.9~33%, MST7 ~9» H &R
RFRHRIIARTH S, — T Ishida 5 D TlE, CRT
BRI L 2 72 4 B (4560) o &G F4770
HELMBEMBIFTHY, T4EERTH > THIRBVE
AT ENXEE 2 PERSFETE 21 REEL S 52,
1 THUAR CRT T, (DEER LA EE OB & i
WCBEE S 5B 1EA98.6~5.3%ME I N THB N3, F /-
G & 4T O Salvage FA7 (X FATEIEIE TS 8 -12%
LERTH 550,

(b) FaMEB. HE X 100.

WA ¥ K

(HD).

b) FAMERIZIE, HEOENHIL L, REIET 2O R IC 5 2

7z.

I CIR# AL & SEMIT OREER D 72 (RED) .

ZHLEEELD, bbb T4AEERISHF LT
TAFOTREM %% 2 CRT #iRfF L, WRHHEITE S
FHOE ATV, ROVIBRTTRE & 2 ALISREAR Y 12 T4 % 47
A JEtELTWwD,

%t DOC/5-FU/CDDP, 3 #I 6t H##: (DCF # i)
AYEFED R SRS CTHESk O FP L % 1[0l % %R 23
Wi Sh, AEETHABOMEIPHESNATVS, 1)

AREe s (SCC) 1I2B Wi, lizuka 595 FP &
HETREIS. 9% & HE L T\ b 2%, Takahasi 519,
Tanaka & V13 3 % ff F 5 i T %4 %66.6-88.9% & KB
TP s R 2 i L v b, — HYIBRITEEAERI T i, JCOG
9907 FRER? |2 X 1) 4R FP LA EHelnme & LGl &
NTWB25, fiiel 3 FIPEHFEEORE Z KD Th 2%
Vo bivbUELET & b, IR REEAT AE R ORI L
FHE L LT, 3K EaEG & L7 DFP k%
11wy, Z23)392.3%, pCR = 30.8% & N 72 HUlE 55 %)
RBEREL &Y,

Hik o DCF T, Van Cutsem 57, Vermorken 5% (3
G3DL LD MM TT-82% L BERTH o2 & L T
VAR, U lizuka 59 O FP #EEOHE (5.1-12.8%)
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WCHLEERTH D, —J Overman b I HEAH I T 3 #l
 weekly B¢ 5- & L, 4-9% W LA-EHEL T
W, bbb @ DFPEEDOHETH 0-15.4%TH

DB, AIERITIE G EOFERHZIIHOT, 5K
Bl W ERLEZBRCTEX D0 REND 5.

MTET 3 A BE AL, fEk D FP B I LYUEE A
EWRELENL RS H S, 72 CRT ICHRTD,
TGRS & 2 BRI A BRAE % B C &, {EAERY 72 22 B
RIS T 22K OETRELFESH L LEZD
b,

AIEBI T REIIRC L FAE L RE RO, W) 7%
JR AT & 42 B ik S B & % 2 DFP % JdfT L,
BIAECIRTTRE L e o 720 BTN 2 M7 L, A
PRIE %GR T 2o 720 MAIRELAT L CIE, AEREZ Hl
T 5 &) IR & SEMIL ORI A 520, THHRT O RE
MR A RET AR TH - 72,

b i i T £ AL A T 0 A TR VI B T R
Lo 72 A I T, DFP EED & PR A
TR S AT AR A 2R R T B A T £ R O ) [
WEEL RO THHTH L LEZ BN,

= &

weekly DOC+low-dose FP #0585 LARIGYI B L%
7o, KEWIR, SCESOREMETETEEREO—F 2 HeE L
726
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A case of advanced esophageal carcinoma patient with invasion to aorta and left main
bronchus who underwent curative esophagectomy after response to docetaxel, 5-FU and
cisplatin combination therapy

Yota Yamamoto, Mika Takashima, Takuya Minato, Yoshihito Furukita, Hirokazu Takechi, and Akira Tangoku

Department of Surgery, Tokushima University Hospital, Tokushima, Japan

SUMMARY

A 70s woman was pointed out lower thoracic advanced esophageal squamous cell carcinoma
with a chief complaint of dysphagia by upper gastrointestinal endoscopy. Computed tomography
(CT) revealed that original tumor invaded to aorta and left main bronchus. Weekly docetaxel
plus low-dose 5-FU and cisplatin therapy decreased the tumor. The invasion to aorta and left
main bronchus was disappeared. She underwent curative esophagectomy. Main tumor had
wide adherence to left main bronchus and aorta but was able to be resected. She underwent sub-
total esophagectomy and gastric tube reconstruction by retrosternal route. Pathological diagnosis
revealed carcinoma invaded from submucosa to adventitia and deep margin was negative (pT3). Ad-
vanced esophageal carcinoma with invasion to aorta and main bronchus is commonly treated by de-
finitive chemoradiotherapy and hardly undergo curative resection. This case underwent curative
resection after only chemotherapy. This case suggests excellent anticancer effect of the triple

drug therapy.

Key words : invasion to another organs, esophageal cancer, neoadjuvant chemotherapy
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PRANFEIC &0 MG & & 72 L 7E B O BRIR IS

= & f i
=R

CERi234F 1 H27HSAT)
(CPHi234E 3 A 7 H#)

PR ZHEM TIEZOREATE L §FHRG12 L 5 ]S
PRI > TW 5D L9 T, ZRMEE M/ IMLIILE b 320 5
NTn5s, 40, $RZUERMOBEIEA (V77 x
0Y) AHELIZECS, AMLOUFE & MM A A
b, HE5EFIET 5 EEERMEEE L /MO
DGO bNT-DTHET 5, RMOEEAIM S &
UMEFEE F2IRAE 7 & T erythropoietin (2% 5 B EiD Rk
FEERCRTIE B & WO UG II L2 L) TS, K
BEREE Tl M MRS & Hb RSB, St 5= (0
¥ LM/ IEMAEE 2R L2, Lo L, BUE
M EBFE~D erythropoietin #% 5-0, EIMOLFEIIFED 5
NP IMEANO I —ZB L Twidh o7z, I
138 4 DOIFREIZ B\ T, thrombopoietic cytokines O £ fii
WNDESZUEDR R > TV B 7200 b kv,

FRR Z B M OGEIIEF ORI & BTS2 5 2%,
EOSANE G ESOLE AT RO A I2I3%E O
HHRGPHEIDE R EENTWE, ST, MHERMIZ, $
RZBEE M T RESIVMIULIE LY E 729 2 £ %%
D10 ZoJRRERF & L T erythropoietin (LLF, EPO
EWET) DGR INTWEDZY, SHIFELY
R MARD ORI DR N L) TH 2o A, 9fE
BIZBWT, ¥ 77 20 YRGB TIZZ DR Lk
#%, M/MROFEHEINZ RO 7O THET %,

WMRELVHE

RRIIFRRZIME UhERME) Bl %R L7215/ ~ 431 D
9Bl (K8, BIE1BI) TH A, fEF 1,3 ~81

EESFIE LT, Y772 y1A ($kE LT50mg) %
M4 ~5 HBER 3 ~ 4 BMES, EF 2 3RO%HF (6
FESoKHY) 18/ HARFABEREICEE, w9135
PfG 8 M F C2A/LH, 20tk Wwikd 2128 F TIA/
WATRBELE L2 2B, JEP 5 IZAMFHEDZ® 2
EOBERIT-> 720 T2, 1R E LTROSHA (Biiksk
JKF 2 50mg/H)) MRAFE (M5 B0 © 15.6+E2.65%) D
FAHI S FET L7z MAHEIZRIMER (X10Y/mm?),
Hb (g/dl), MCVI[Ht(%)/7RIfEk% (106/ul) X10)]1, i
AL (X10Y/mm3) B X OHIMER (/mm3) TH b,
512, M/ER~D EPO OGP HE SN L 720, TR
IF =% (6000IU) #5G5-HOEEEAEIZL D HE
HRMEE 3BIOFES B L, 7o, BIFIRIERET
HESE, TEIMLE S BAE % R L 7oRIAES R ZHE D79
% (M) OFGBIME L7z, B, HEEWME Stu-
dent’s t test 12 & o 72,

® R

FLICAERIO Y577 = 0 ¥ %IRRT O BRIl % R
To M8 BI L B 1 FIT, HAEHIIHELERE T40m L
FOTMEIIFBARHEER A L Tz, 205 ORMIMD
P ARIMER399 231 (X 104/mm3), Hb9.2+1.9 (g/
dl), MVC77.1£11.7, Ifi/h26.7+6.0(X10"/mm?),
FLEk50204+1481 (/mm?) T#H b, #2124 MxHEE L
72961 (GREF] 5 13RS OFRMIMOFRTH, 56 1
HAH~48H EFIEBRORRME LR, SRFIEER, 7&K
MER, MCV & Hb I3AE Ol & /MK HE DL
WD LNTze FOYF T 28 Y EEPILE, M/MEO
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Hhnd X ORMERE Hb OFAEIT A S N7z, £ 2T,
NS M/MMROBIHREAGFA T ERINL LD D
Bat L7275, 37 A OB TIEWS 2z bidAbh
otz (£3)o RIZ, SHER GEBI2, 5, 9) DOFKY
MDA 2 4 1ITRT, FER] 2 13RE #F CREIEE
AR CHaAMATHE Lk \vizd, MCV IZIERE T
Ho DB REIEZ BB L 2 A, 3EBITMIE
DHBL DD SN, ElOEEITAS N, BED
MCV DI T % &7z L7z, JEBI 5 3@ ARHER A AT 5
0RO TH 2P EIMER L2720 2 EoOks (O
PAIAR D 720) 1IC8KIEET 2 & 2/ L b EID
U &SI/ O MBI ATR S iv7z, JER 9 1335

=4 W

Ao EZEENOBHRE BT, 1205 TS
HAHF THRMOUE & M/MIOBSHR S 05, 158
1E#RS-E 35 &, M/MEOBETN & B o £ g A
R FETHRDO LNz, K112 9 REFFET DK 4 DI/
W Hb i OMEEZRT, Ko<, #HERK r=
—0.456 (p<0.001) DHEDOEMBEERD 72, & 51T,
RAIE [HERETRD ] Z2RTHERZHEENLD 1EF O
ol (M2) 2RY. BMAEEICRLE [HK] 24
RprEVSHINL, ZOEOM/IE Hb #HEA I r=—
0.903L IS DR TH > 72, 312, BEFDYF
78 YEERE T ORGEE K N A 2R
(%) DA% 7R T o SRAIEER L OMIC r=+0.53204

F1 V770 EEICL D /MURD % & 72 L 7ER ORMZERTR
FEBI At TR FRIMER Hb MCV I/ F I ER
1 15/F 413 11.3 90.3 18.8 3900
2 18/F 397 11.1 93.2 19.6 4200
3 27/F 440 0.9 87.3 29.1 8100
4 43/F 332 6.8 67.5 25.7 3200
5-1 43/F 417 9.8 76.7 24.9 6000
5-2 402 8.5 68.7 21.3 6500
6 40/F 433 6.9 61.4 27.1 3700
7 15/F 396 11.1 88.1 36.9 4900
8 16/F 388 8.3 71.6 34.3 4700
9 15/M 371 7 65.8 29.1 5000
24.2 399 9.2 77.1 26.7 5020
+14.9 +31 +1.9 +11.7 +6.0 +1481
FRIMER © 10'/mm®, Hb : g/dl, IM/MK @ 10"/mm?®, FIMEK | /mm?®
MCV : Ht (%)/#0Ek (10°/ul) X 10
F2 UF 70 UEEIC X BRI OHER
I 1:8 234 334 434 ok
No 10 10 10 8 4 6
FRILER (10"/mm?) 399+31 410431 424434 445439 465+£21%* 434436
Hb (g/dl) 9.2+1.9 10.0£1.5 10.7+0.8 11.840.9 12.6+1.2 11.7+1.4
MCV 77.1+11.7 81.6+8.6 82.3+7.8 85.145.6** 86.3+3.0 87.0+6.5
If/R (10°/mm®) 26.7+6.0 24.1+6.4 22.8+6.5 20.5+5.9 17.7+4.1* 23.346.6
FIER (X 100/mm®) 50+15 51412 53+13 51411 5449 52414
*»<0.05 **p<0.01
£33 ROFANPEGAES] O F MAREAE DO HER
Hif 1% A 2% H 37 H
ARIMER (10°/mm?) 415+38 416461 434452 435462
Hb (g/dl) 11.8+1.4 12.0+0.7 12.0+1.4 12.2+1.1
MCV 85.049.2 86.8+5.4 86.246.2 86.145.2
M/ (10/mm?) 25.2+5.0 25.3+5.5 26.5+6.5 24.8+6.7
FIIMER (X 100/mm®) 73+14 70+19 72+16 71+19




FRAEE & /MR A

BEOIEMEN AL NIz, b, MIRRILER, Mk, 7=
U T ¥ B X ORI G RE O REREIIRE X o0 fidT L
Ty, StEmh#ERE 2R L7HEFIIRES 5 ik
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Molze Tz, SFOBIEBFALIC L 2 EMEMER
xt L EPO #A| 2 435 L 7= A M OB & /Mg & o
BHZIZ—E DB A SN D o7z (5),

F4 BB 2 ORELIF & BRANEER O AR MAREEOHER

0 1M 2M 0 1w 2W 3W k%
ARIMER (10'/mm®) 366 387 383 397 371 368 367 368
Hb (g/dl) 10.7 11.5 11.2 11.1 10.9 10.8 10.4 11.2
HCV 91.3 93.8 9.5 93.2 91.1 89.7 89.4 91.3
M MK (10'/mm?) 18.5 18.5 20.7 19.6 15.3 13.1 11.8 15.5
HIMER (/mm?) 5000 5000 4400 4200 4100 4300 3900 3600
JEBI5-18 & U5-200 A MARAfE O HERS
5-1 0 1w 2W kR
ARILER (10/mm’) 417 431 453 425
Hb (g/dl) 9.8 10.4 11.9 9.2
HCV 76.7 78.4 82.1 75.1
MK (10'/mm?®) 24.9 23.9 21.1 30.1
HIfEk (/mm?) 6000 6100 7300 7700
5-2 0 1w 2W k2
ARIER (10'/mm?) 402 431 464 468
Hb (g/dl) 8.5 9.1 10.8 11.8
HCV 68.4 71.9 57.5 74.6
M/ (10'/mm?) 21.3 21.7 17.9 20
HiflEk (/mm?®) 6500 4400 4800 6400
FEB O ORREMAMAME DOHERE (8W F T2A/W, 10~12W IX1A/W)
0 2W 4W 6W 8W 10W 12w k%
FRIMER (10'/mm®) 371 426 469 548 529 455 451 478
Hb (g/dl) 7 8.4 9.6 12.5 13.5 12.3 13.3 11.6
HCV 65.8 68.3 72.9 76.5 80.3 84 90.7 80.1
M MK (10'/mm?) 29.1 27.1 26.5 23 17.9 22.3 25 26.5
HIMER (/mm?) 5000 4600 4600 5200 4500 7200 6000 5100
o 40 J:Ell 35 /.\
35 - - h . - Hb
N R 30 - ]
g 30 T ee ': —* (10*/mm® | 25 — _\'/./ (g/d)
25 * 5 o 20
10*/mm® 20 LA - b4 b
°? * 15
15 oo ‘\‘\‘_* e e .
* * 10 — *
10 *
5
5 o L L ‘
0 : : : : : : : 12 3 4 5 6 8 10 11
0 2 4 6 8 10 12 14 16

r=—0.456(p<0.001)

M1

HbiR E (g/dI)

PR ZMAMEE DM/ L Hb i & OB

HARA R AL r=—0.903  (p<0.001)

2 Fl, I, BRI RE T

B O Hb R & i/ M
(79i%, =) JAfE (AR2AEND) &
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70 .
L—_X 60
B | 50
%
(A)| 40 * 17
30 hd . 3 ® e e
20 3 “’e . ¢ *
10 PS :v * . L4 *
O 1 1 1 1 1
0 5 10 15 20 25 30 35
r=+0.532 (p<0.001) /MR R A ZE (%)
M3 ¥77 0BS5S mMORA R E OB
#£5 BEWEAES-1 78mBEM  MRWEEEA, ST
oW 1w 2W 3W 1M 2M 3M
FRILER (10"/mm?) 256 267 - 301 307 343 296
Hb (g/dl) 7.8 8.5 - 9.5 9.4 10.7 8.4
/MR (10'/mm?®) 27.6 25.3 — 23.2 21.9 23.3 19.8
BUN (mg/dl) 82 90 — 86 91 — 108
Creatinine (mg/dl) 5.1 6.2 — 6.7 6.7 — 7.6
IRV B 1A/1W 1A/1IW 1A/1IW 1A/1IM 1A/1IM 1A/1IM
BB AEREG-2 T3 L BERRTEE AL, S, SERE
oW 1w 2W 3W 4W 5W 6W
ARIMER (10'/mm®) 207 246 255 286 — 354 364
Hb (g/dl) 6 7 7.4 8.8 — 10.8 11.3
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Clinical study on patients to be have caused thrombocytopenia by intravenous iron

administration

Hiroaki Mitani

Mitani Clinic, Anan-shi, Tokushima, Japan

SUMMARY

Recently it was reported that the pathogenesis and the responsibility to patients with iron defi-

ciency anemia by iron medicine administrations were differently indicated respectively.

What’s

more there were recognized the various responses for bone marrow on secondary hyperthrombo-

cytosis to depend on iron deficiency anemia.

This time, in a reverse way, it was admitted the im-

provement of iron deficiency and thrombocytopenia, besides the discontinuance of iron administra-

tions were slightly woken out of the aggravation of iron deficiency anemia and increased thrombo-

cyte.

severe anemia, the durations of hypoxia and complicated diseases.

The responsibility of erythropoietin to target organs were differentiated by the situations of

The diversity of it’s responsi-

bility to bone marrow, liver and spleen were admitted, moreover on this results of iron administra-

tion for iron deficiency anemia peripheral blood platelet and blood Hb concentration was negative

correlation, but that’s decreasing rate (%) and iron administration dose was positive correlation. While

on the patients with renal failure erythropoietin administration were not uniformed in counts of

platelet and Hb concentration.

On these effects it was thought that each of the pathogenesis and the responsibility of throm-

bopoietic cytokines to target organs were disagreed respectively.

Key words : iron deficiency anemia, thrombocytopenia, erythropoietin
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A case of barium peritonitis causing postoperative empyema

Shinya Ogata, Takashi Tagami, Masatomo Katakawa, and Yoshiaki Bando

Department of Surgery, Health Insurance Naruto Hospital, Tokushima, Japan

SUMMARY

The patient was a 40-year-old woman. She visited our hospital because of sudden pain devel-
oping 4 days after upper gastrointestinal radiography with barium. Her abdomen showed board-
like rigidity. On the basis of abdominal radiography and computed tomography (CT) findings, we
made a diagnosis of barium peritonitis. Emergency surgery was performed on the same day. A
3-cm diameter perforation was noted in the sigmoid colon. The perforated area had been plugged
with fecal mass of a size larger than the fist. Purulent ascites, mixed with food residues, were
noted in the peritoneal cavity, and the leaked barium had attached to the mesentery and intestine.

Cleansing with about 10, 000mL warm physiological saline was carried out to remove these con-
taminants. Because postoperative inflammatory reactions persisted, thoracic and abdominal CT
scans were obtained on the 10th hospital day ; they showed bilateral hydrothorax as well as resid-
ual barium and abscess under the left diaphragm. The patient was treated conservatively, but
thoracic and abdominal CT scans obtained on the 44 th hospital day allowed a diagnosis of left em-
pyema. On the same day, lavage and drainage of the empyema-affected area were carried out. This
resulted in the alleviation of the postoperative inflammatory reactions. The residual barium under
the left diaphragm was considered as the cause of the postoperative condition in this case. Upon
detection of barium peritonitis, it is essential to diagnose the underling condition as soon as possible

and to completely (leaving no residual barium) and immediately remove the barium.

Key words : barium peritonitis, pleural empyema, operation
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Three cases of malignant lymphoma of the colon

Jun Higashijima"”, Mitsuo Shimada", Masanori Nishioka", Nobuhiro Kurita®, Takashi Twata" , Kouzou Yoshikawa",

Shinya Morimoto", Tomohiko Miyatani" , and Hidenori Miyamoto"

1>Department of Digestive Surgery and Transplantation, Tokushima University Hospital, Tokushima, Japan

? Division of Community Medicine, Tokushima University Hospital, Tokushima, Japan

SUMMARY

Compared with carcinomas of the digestive organs, malignant lymphomas of the digestive
organs are rare, especially those of the colon and rectum. Three patients with malignant lym-
phoma arising in the colon experienced at our hospital from 1991 to 2010 are presented here.

These ages ranged from 59 to 78. The male was two and the female was one. Two patients
underwent ileocecal resection and one patient did extended right hemicolectomy, and two patients
had partial resection of the ileum, because of tumor invaded. Histopathologically all three patients
had non-Hodgkin’s lymphoma, B-cell type. According to LSG classification, all cases were of
diffuse type, including two of large cell type, one of medium-sized cell type. As post operative ad-
juvant chemotherapy, CHOP and R-CHOP was given to two patients. IPI were H, HI, LI, respec-
tively. As for prognosis, two patients died, and one patient is alive. Prognosis of malignant lym-
phoma of the colon is very poor, and combination of surgical operation and chemotherapy is very

important for treatment.

Key words : malignant lymphoma, colon, operation
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Infant biliary dilatation type pancreaticobiliary maljunction with the high expression of
histone deacetylase : report of a case

Hiroki Mori, Hiroki Ishibashi, Hisako Kuyama, Satoru Imura, Yuji Morine, Tohru Utsunomiya, and Mitsuo Shimada

Department of Digestive Surgery and Transplantation, Tokushima University Hospital, Tokushima, Japan

SUMMARY

Pancreaticobiliary maljunction (PBM) is the congenital malformation that the junction of the
pancreatic and bile ducts is located outside of the duodenal wall anatomically, so sphincter function
preventing to mix the bile and pancreatic juice does not act. In PBM, the mutual reflux of bile and
pancreatic juice induces various diseases and becomes the cause of biliary tract cancer generation.
PBM is divided into PBM with the biliary dilatation and PBM without the biliary dilatation. From
the perspective of carcinogenesis, surgery to separate the pancreatic juice and bile by excision of
extrahepatic biliary tract and hepaticojejunostomy is commonly performed in the former, the
treatment of the latter is controversial, for instance ; the only cholecystectomy should be performed
and excision of extrahepatic biliary tract is unnecessary or excision of extrahepatic biliary tract
and hepaticojejunostomy should be done. In addition, histone acetylation and histone deacetyla-
tion is one of the important regulatory mechanism of gene transcription, the error of the balance
between histone acetyltransferase (HAT) and histone deacetylase (HDAC) leads to carcinogene-
sis. In other words, HDAC has a carcinogenic potential. Overexpression of HDAC was found in
the both resected gallbladder and bile duct mucosa of infant PBM patient with the biliary dilatation
performed the excision of extrahepatic biliary tract and hepaticojejunostomy in our department.
Appropriate treatment for PBM has not been established yet, but even infant case with PBM has
carcinogenesis potential just like this case. In conclusion, further accumulation of cases including
PBM without the biliary dilatation was thought to be essential though the excision of extrahepatic
biliary tract and hepaticojejunostomy still seems to be required for infant PBM patient with the

biliary dilatation.

Key words : pancreaticobiliary maljunction, biliary dilatation, biliary tract cancer, histone deacetylase
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93

fEBR TIIATHNE TG T dH 5 S RAWIE & i
— DB TH L BER L WA ORED 3 % Tl
L, NCHNEFH 22 7/NEOMEER, ~e) 57—
vay, SisEHEis EEITo TWnh,

B R EFIRBE TIE20034E X 0 /N AN T E T4l % Blts
L, BUE7EH#E L7, MERRAEED/NE N T EE
BI26%1 % X R IZBURICO W T ORAE 24TV, HEETO
ANLIARERHED 7 + 0 —T v TGN DWW THRE L 72,

26 FF 18BN E B RF L TOFAHER T - 72, il
OFIDH B, THNIMETOTAAER, 1 HHIMEDS
DEAFEGITH o720 FMBEHIZOWTT 1 i B 5
T, 2 4B, 36 B, 4mAT6Bl, 5%
25361, 6mAAT2HBITH o720 26612061 IL AR
IBERTH o7z, 6 FUIERZER A 5 ik o Tl 2
EARICATLTB Y, BT LR ER G R,
FWE, NFR L, 2EAEMRTH o 700 EBERICBATL
7ot b MBS KA & AR B L UBRPROKRED 3F
12 & BB AT NE FAHER O RARHNEZE D & 3 )k
LTEY, HE@¥RCFERLFERAETICHILTE T, i
FRNIR BIEFNEFED o 72,

EER T, BRI L BEEB L URFROK
EAE#E LT, ANLNEFMEZI 72 Ro7+0 -7 v
TETHREIDFEL L T B EEZ D,

9. EEEMLT 2 — % O 72BEYREIIC B 5 iETE
AT B R 2 i s T A O A

wAR O dh, MBI, W R, R,
B Az, R REEE, e OB, WE SR,
Rl HESE, EH Bk (FEERZFERERAV ANA
FHA L2 AT EE B R )

[B5] Bl E 7 & ORBIER T, BHBHAR N & I+ AE
(PAH) OAFPEZOTHRICKE LR EL RITT,
PAHORZA 7Y —= v 713 L a—BENHEHT
HbHLEINTVEY, ZERFOBRE CIEHIEEICHIET
5 PAH OZMIETE Vv, bivbiid, EHEMLT
I — A X ) AN PAH OB WIS RETH BRI
L7 [F78E] BRI PAH 258 b N 72 Y2 12
IZ PAH % 2 & 2 WRBEHABICB VT, 6057
WA L, EBHEIER O ZRPEi Y — 7 #E A FHI L 72,
TEBHEATIC & ) HEE B AR DE T (SPAP) #°10mmHg
Dk ESH L, 22 sPAP=40mmHg & 7% - 7256 % 1
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FEPEPAH L2 L 720 [KER] 2628w TRERO
DI I —AETIRELROT, LHFFEY sPAP &
22+ 8 mmHg Tdh o 7z, EEIEAMIZ & D F7EME PAH &
LW X NIERNL, ZEHEEIC sSPAP £%33.8+6.8mmHg
THo72h, 645 MAEITEE)EMIC L Y50 3mmHg+
10.3mmHg ¥ T k& L7z, [#E] @@ ey o —
TICKY, AN PAH 2SHHTTRECd - 72 BB LT
LI I—HEIE PAHORIIZX 7 ) —= 0 7 LTH
HThbeEZLNT,

10. B REIE MERRARRE B 03 5 3 72 701G SRR I
— Thrombospondin 1 {Z{#H L CT—
HI S, BHEOOuE, EH OB sl &,
ER ONHL, AR Ed, =H E, ME S,
=k T [JEERFERERANVANA FH A TR
R Las - BRIYVER A58 )

[lzroiz]

Thrombospondin1 (THBS1) Zfifgst~ b1 v 7 A
EHT, BEERE, MEHEL, MEOlLFEEE TR
RTUHAFE 22 I P HRESINTWS, 40, LG
at & U CHEITHS R © THBS 1 B E M EH 412
BIG-9 2 H MR L, MEERRAEREHCH§ 5 TS-16FH
paclitaxel JEEA$%5- (PTX ip.) Phase I study T%,
DNA microarray (2C THBS 1 25%%p 8Tl & L CTHE X
N7zo B NE G A E 151 D 8 B AL 15 R ke o v] gk &
THBS 1 B, 5T %,

(5]

(GEREMRET) EATTEE B E65H (&FPUERNGHETT)
X512 THBS1, VEGF, Microvessel density (MVD)
FRIERE L, IS OMBERE L7,

(B RARET)

1. PEBRRRERE GG L Calianic TS-16:H PTX L p. &
HifT L, 126012%F L T focused DNA microarray % 4T
L7

2. MEMEIRAEAE 15960 (Taxane ¥ 5- : 38%1, CDDP #
5.16f, CPT11#%5-: 1561), THBS1ZEH L ¥ L D
HB & MRET L 72,

[ 2]

(Fpfas) THBS 1B EBIE1760 (26.1%) T, T
FREMEG L ) HEICRFTH o7 (P<0.05), THBS1
Pt <l VEGF, MVD 2 A EICEBEFEETH - 72

(VEGF :101.2 vs 55.2 count, MVD : 82.4 vs 54.1%

P<0.05),

(B RARET)
1. 1260, REKRIEZE 7 SRR SR S 20l
66l THY, HDACEL L S IZ THBS 1 BEELRZIH
FHEET & LTHZE SN2,
2. MEWEHEAESE B %) L Taxane % f# L 723861 T,
THBS1MG MBI A EIC TR EG TH Y, CPTIL,
CDDP i FBI CTIIAREED o720

G E
THBS 1%, mEHEL N L THIEAIESEICES- L,
B EIE EIEFEB] Cld Taxane OR)F - FHETFHRIRK T &
%0, FERMLEEOHELICERTH 5,

11, SRR A PRGBS D HEAT T | 0§ 2 i s
— Bl am BRI & R 18 —
A BE, B, S, INEERE, REREE,
wEE H, G R, AER W, B K,
A T, HR O, FHE M, = FH
(MR L d - BHESLEL)

[1lZC®I2] Vp> 3 MR EEE 3 % B EEA T
T2 Mg & LT IFN $fH Low-dose FP #= (IFP)
DAL YIBRAEIEIC T4 Y 77 2 = 7T O R
IR L, FEEEATAEAN ORI A IR ET 5,

(D] Mead 1. ZEEEROMGET @ [in vitro] MH134F
Fal2xd3 % IFNa OPUER . [in vivo] B FIERET
VG IFNo O JEGEREFEIIH B X O FEgE 7L To
IFNo D ¥R
Mgy 2. Vp> 3 E14%1 (IFP £ 8 5, FEFGATHE 6 1)
T DR IFE LRI o
et 3. WEAREME (18%)) 34V I 72270
B RDOMET

[#69] 1. MHI3451H3 13 PeglFNa 12 X 1) B45H, 31
ASHIHI S, B TR E 7V C ORI % #ER L 770
WP 242 € 7V C PeglFNo (3R EE 2 A L, iz
BHEO MVD %294 L7z,

2. B, WEIAELFR LS IFP BEAIEMATR & i
LEBEICRHFTH -7 (14 :100% vs 0%, 34E:
86% vs 0%, 14F :50% vs 0%, 34F 1 50% vs 0%,

P<0.01), FF%/%% — > Tl IFP BE IR PT iR % T I
TR S d o 7275, FEFITIRIIRITS %, EiRink



% L THIARE R R TH o 72,

3. G300 (hyefi), 50% 2SEIER R PD I &
Dk L7z, FRREREREIZ28% (G2:4, G3:1), 1
D PR, SD 1333%. #xG-12EAE124 HT7%, 184
H68%

[F L] Vp> 3 EEETIHE DM TR IFP
BEDAHHTH DU REMD D 5 o JFFTGHER 7 512
ESD 2LV I 7 2= TR G2E—EREL, PDR
RAE R IMIBIRAN D T 2N = 3 L) TR
RIRET L,

12, RMERIHRDR AR RETTAEAE |2 33 1) 2 IR KB IR A7 K
RIS 5 2 R HURIR A HiAly O 5228
R FEL, KD, BH O MR, MR A
Ul Erle)

[B] PTX OREEKBIIR G IRAL~D R EE A B & 2012
T2 H, [WHE k] BBECiitr L722PTX @9 b,
PRI Z 2 3AELLPIC 2 [ EBEER CT 7% 5 254
Bl SPIEREDT. 6%, FActb13 1 12, BATHR14. 94,
iPTH998pg/ml, KA ik IEER CT b, #IGE
Bk 5 7T 7 cm O KEHIR 12 ROT % 7% %€ 130HU % f1
KAbE L, 7IVHBALI Y LRAIT) VT T o
v voxel Bz 7w > b L, BEEKERAIKILA 2T —

(AACS) & L 720 TFAlF J5 5\ Bl FPIR B 4 4% HE 4 i g
AN ER B, fitgh VY M)A — e RV
7 L TE. AACS &4EHE, B LE O BT
B 2 BERIME L7z [RER] #iiai-Feg AACS (34N
MIZdH o 7225, MR EE %2 o720 FILDH b
#AR M AACS IZATRT, AEICHINL 72285, Wik haE
FENTp { T o 7z AR AL & AT ATLS5. 67 & fif %
13~ A+ 20.85 HEIZWA, Minifs THIIE Ca i310.5
759.9mg/dl, P 136.2%*54.4mg/dl, iPTH 1399475
60pg/ml ~jkAds [FERE] REES K E IR £ K AL D 45 F- 35
ZALEIE PTX I X D ZEfb L7z B ITiECa, P,
iPTH O 9538 517z,

13. EZIKZ WD 728 D Cornell product i 1IFZ=HEfE D
fRat
F o OHEE (HRWHEE)

95

TR B BARSIEF S &S ITERET A FJ A
Y2009% 33 L, [EITIEBERGOIRE L L ClkarkEs
DAL ST, LERNAEZAI R 2 D E O B %
BRI L L, #FDZWH Cornell voltage & 312 Cornell
product Y LIFTwWa, L2LAEATA FF4 13
NS FRIEDZ U PEDOMGEIZAT > TV e v, JEICTEE L,
HA& AT Cornell voltage JFiEDFHERIZE L (R
EERERHL, HARANIEEB O percentile 54 123D { il
TERHEAE 2 55 L 720 ABFFED H19id Cornell product @
FUMEE MG T A &2, AARMNCHE L2 oLl
EEHETHIEIH D,

HE - KR IER36261], EIE168%H DL IZ D
T Cornell product il %E 1l ® percentile 5345 12D\ 724
EHEMEEZ TROMLHE LT,

B . (RaVL+SV3, mm) XQRS @ (ms) =2000

7Pt (RaVL+SV3, mm) XQRS & (ms) =1500

Cornell product EETIE, BIEHEE0 ~ 1 % & FFRE
DS, BRI T OB ERIZEE6.3%, M0 %
EARVERFE 2R L7z ABFFE TR L 72 E il 2 F
WnE, IEEBITIIBREERZH LI % LR RE,
Btk % B1E18.8%, #ME15.4% & LM LS5
LT &I,

fsh o A O3R7R L7z Cornell product #fi iF Z:H#E{H % F v
L, BEEEAERRD, BUHEREEEL MESES
ZEDHKS,

14. FFEZEOREIZB T 5 TGF-RIEH O ER
EEEE, BH A, F O KB IIHE—ER,
e, A R, Bl O, K T,
B OBE, R T, TEE M [EERFEE
HALE - BRYLEL

[ 5] TGF-B IEHF#AMEALICEI S L, IR %2 #0l 5
LRT-ELTHSNTWDA, WiEHh o TGF-B D%
EHFMALOBRIZ DOV TOHEEFIZIZ L A E Vv, A,
HND IS IFREZAE B 2B A PRIEOEE 2 5 201
TR, BIEMNICZEE L T b TGE-B & FFAEZL DA
& OMR % MR L 72,

[75:] 20044F 1 H ~20104F 5 H @ 48} Tl % hid 7
L7z P ZEBILG &, ER BTG GEERESIMG]) 6 51
xg L L7z, TGFB CHRIEMMALY Yt % 4T o 72
g\ U BB 1220005 5 BLEF 2 B L, BRAEAN 1253
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L T2 TGFB My (vrua7 7y —I%) 247
v N L7zo OIEHEFHES & B ZEF ), @ Child-Pugh
58 (A, B, C) B, ®F%£Y A VA (HBV, HCV)
B, @OFFOFELF AT (0-4) BITHERE L7,
Uit ] ORFF 22 REB1 L IE 7 BFHER) & i L T &I
TGF-B ¥l 12588 L T\ 72 (P<0.05), @ Child-
Pugh 7335, IEHEFICH L Child B T&HIFHW
%R L (P=0.06), Child C THEIIEEHL T
72 (P<0.05)0 ®FF%™ AV ABITIE, EHFICHL
HBV Btk CHBlILEWEm Z /R L (P=0.06), HCV [
PECIRAEICHmAD - 72 (P<0.01), L2 L HBV Bafk -
HCV EMEFREZSRER] & HBV Btk iefl % 7213 HCV Hitk
FEFI CIIEELRIRDO o720 @F WT-BITIE, FO
ICHLF3EEHRIBAEHTMEZRL (P=0.09), F4
A BB A - 72 (P<0.01),

[#E] BE N > TGF-B & FHE R ASAE B C mifE 3l &
RL, BIKICB B TGF-B D&M AL c B 54
BAEEVED D B o

15. Rubino T2 & 2 HERIFLHERN R D A 1 = X 412
Y

MR FHW, BE OtE, EW OGN, am
TR R, A W, FIOEE, B AE,
=k T FHE i (EERFRFEREAVZNA
T A L AWFFEEIE LR - BRSO E 5 E)

Tat - HAY] BEETAT 0 5 B AN HIAT 48 R

WEMRED AT S LG SN TS, 4 Rubino il
(duodenaljejunal bypass) 12 & AMHEFELERN G & %
DA = A L% GLP-1 & Z ORI BE 3 2 JHiTE,
/N glucose transporter Td % SGLT 1 127 EH LEt %
TV, BRD 2R 21570 THET 5,

[75#%:] SD rat % Rubino Jif7# (R#En=4) EHIED
HD Sham B (SEEn=4) 124F, 1% 38 F T nor-
mal diet % {88, 7% 3 H T OGTT % ity L7-t%, &
M, /NG ESR. RE, &ffEoZqft, OGTT iEfT
D IMAE, insulin, GLP-1, RHE{1ER A W RE CHE L 72,
S#EHOLE - v - TH/NEG, REOAYMBRE TH D
Roux limb + Common limb ® SGLT 1 mRNA % I L 72,

[R55] AEEICEE DR 72h° R BIZRER I
Mz 2R L7zo OGTT Tix30, 605 DIMLHE L R #T
HEIEEZRL720 GLP-1 3 RETHEICHEZRL,

B D A EICHEMETH > 720 REED SGLT 1 mRNA
13 S #E/NE & iR L T Roux limb, Common limb TH &
IEfE 2 7R L7,

[#555] Rubino FAlTIC & A it HEAE RN H 12 GLP-1 @
¥, SGLT 1 @ down regulation SE5- L T\ 5 W REd:
Wb,

16. & F EFREBICB B EEFIIERZI, #K
HoWiB L O HARTZINIC B3 % @ aAH%
FHHAER T, #H %, AR &% (R
AR E)

FHR T, HAR BB (EERKFRFFEANVANA
F A T ARFEER N (R )

AH fE (EERFREEELTE Y5 —)

TAED T ) MFFROSRE X, b OSSR 4
WS ) 20H b & &I, RABRZIEES D
Ru LR ESNODOH L, TNIZLD, BIEFIBRAD
WREZEED H AL TWw5,

ZH L7z, BEERANOWESHOA LSS, H5H
EEDOIIRD Y X7 D3d %) h & D ISFERTZ I
R, BIHOY) A 713 WIEREF AR IACI R D 5 TR
YD B &9 D aHID 2O B REE SN, TR
IR Z DR EBET 2 FO0 ) hEMb 720D
HAERTZ W AT T RE R E e o T h, 2D &
I, EREZBDOLOOREXMLL, MEXITZ 5
B DG KO THRIZMHRE 2 3N 2 M E 33m < %
— 5 TH b,

HEFIREICET 22O T, FRICBENZ
Wr, PRIEZW, HERIZIICRD 2HEICET 2% 2
FIZENZ X 0 8 7% 505, KBV TIEEMESSD
HARTA T, EMEOREE LD RIS
ICHElE T 5,

MAEWREZEEN T T ETHINL, F-Z2oREE K
O CTHRALS 2 MHRE IS 2, EERFHbEER
FHAREE CREBR L7258 EmT, PRIRE B & O AR I IC B
TLBEEEMAAENS, TRETORRESGORES
F LDz,

17. WEEHR o N7 — 2 RO L ERC I 2
TH BT, fkbih, KB, BABET,



mIF BSE, Wa MG, ACKEER Y, AR HiEE,
MR —RR, P fEE&, FE TR, HesH%Er,
s A&, s, I EES, @i d
SRR, B BT (REE RSB R s B
Ty — (fEEHA Y M7 — 7 BEEER))

WEGERA v M7 — 71 (TNCT) (3 FPHl64-1E 5
Kbt L B REMESOBEO T, HESI, “FE
DBSE” “FF v 7T FRHE CHEG TR ERERIC
BHELTWVD, f v b7 — 7 BREBEEE D TR
(299ke422 ) = v 7 - H22. 11 184E) &8mL, &Y
=2 (BRI - T68R% - e, Mthr—2o ) %278
g B 2 & THBRZIEDOMBLICE O T b, SFH204E
2513 TNCT 20 5 Mk 12 & 2 EB It [ 158 % % 20HE
KT 2 EER 2 IERIL L TWb, TNCT ISR &5 7
L) —ODORELEHE LT BB OBBIEHNDH T
5Nh5,

Aalx, TNCT & LA CEZUTD L) RILH
HEIZ DO W THET 5,
O T ITEIHERERE R LY RV T LDFE
fi (H16~, 43:4F)
@ BRXFOREE7 2712500, 77— A% LTS
& & Au (H21)
@ TNCT OifEE S % s & L7 IL3RaE 2 1R LR
AR, BSOSk, ARE A
@  [#10] CRC LKA DOH ) )7 % % 2 % & in
BRF] (H22) ~O 7 — A HE

“EE LIBBARKENE Y TNCT S E iz 75 1) ©
EHETE2HDOTII% L, BRI N L HERE O
TBARTARTHY), —EOFTOBRBRICETL2ARGE L
THO L, BB ~OBREZERL T zolld
IR EN IR DD E VR B,

Ltk BIERZ AR L, BHROMEEICED D L
12, XYL OERBBEOERE &b ICREIRE Ok
BIZBOTWETWEEZ TV,

18, 2 FJ A bz a—iETH W T & 72 Hepatopul-
monary Syndrome @ 1 {5
5 B (R RKFEREERERME > & —)

FadE B, iW AR, TR, BH R,
WALEAF-, AMBmAE, ® BE, Kk Bz,
W w, ra ErE Al R, R K,
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AW W=, R SR, B EE (FERREERE
BEANIV ZNA G A T2 ZABFSEERIE BR AR R0 B )
i Bk, ZH W, BROZE (R s -
BRI R8T

SEBIX655%, M. C BINFIIZ CHFMIRZE ISR Lo ¥
T W BER AT SET 4 BIFEAT SN TV B, 645 X D 55 7ERE
IR REEDSHBL L, TEEMERE L 2T Tz, P2l
E 9 HICHE MM ges gt b, MitkeEmAs ClliyLEkaE o
T %2307, Bty » F Cldis - Mt e dHzh
TW7es, FERFCHFIREE S, B, Pl shTs
0, vy NOHEENPRBE SNz, BWEELT I — A
B & OO O — AR, R AR K & mi e
HIREDIEALIZEZA, LRI T VDHE LK
RIS LR EZ SN T ORE DO iEER L X
WVTDY v v bDOEEDFE & 11, Hepatopulmonary
Syndrome & #ZHr L 72, Hepatopulmonary Syndrome (&
19774E T AIRIB S NIRO 7IHRET, FHERICBWT [4
#in ], [Child-Pugh 7381, [JRFHEF] & & DITTHRBE
OM AT & L TH SN, FET-FIE Hepatopulmonary
Syndrome D EJEEICHET 5, EMEINTWL, &
PR EEE T, RERRIMAE % k7238 E L LT, Hepa-
topulmonary Syndrome & PRI B MLEIEDS D 5 A%, &
WSO — 2 b £, 2B IR R LAE %
RO E, REBE2EHEIIBWTI Y F T A MLI
=L R TS ALEVH L L b,

19. HiEERR O PR RRETHEIE S B RO L 7o 72
Left Main Coronary Trunk Compression Syndrome
D—14l

KH B (S RFRPEERERIME 2 > 5 —)
BH &7, W BW, BORAHT, ARABGIE,
w BREL, M HA, SR e, 1a EFE],
e ERE, A f, WA HRL, 3R K,
F OE=, R HESE, EH BlE (FEERFRY
BEANIV AN A A4 A I AWFSEEAE SR R8T )
AN BE, BN/ OIEEREZ )=y 7)
BE trm, A W (SRR R DRI & SR

WEIREEZ2IE 7 7 0 — A MR E ORI L EE T X
{HABNLD, FDMBIZD Left Main Coronary Trunk
(LMT) Compression Syndrome, Bk DAEIE 5T,
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N ZEESEEE R b DD H 5B, LMT compression
syndrome (& E R OEEIZ & D IRk L 2B gk 23
e REBAR T R A WA (S EHE Lk se ke 2 IR RE 2 I
3o Allbivbiud, MEROFIRBEEERETTERE 2 % R
DI & T o 7oARE T E E R RIBAE &0 O /L 8k
T2 %2R0, TATICE o 72— Bl 28R L 720 Tiff
BRGEB L OB LR & GOmET 5. JEBIZ295,

M, 20094F 8 HIZEE 1 1% Mg, 20094E11H 12 A,

MEARECENBREISLBAT L)V EEL
%, 20104F 1 A 5 HIZWHES & L BRIEFITTYEHAAN
ERY, LT a—ICTAZEREE P RRIBE S Sk

SNz, JnER D ERRIERIEER K O MBS A b iz,
1 HIAH IS OBEBE CHRHC AR L 2 o 7205, Wfw%
ERED LERICBWTEFETSTIR FrAbNnIz, &
SRR A 12T LMT 1290% DRz % 385, D
% D256F EEIIRE# CT 12 THLR L 72 Bl B R 12 FEHE S
N72 LMT % @i Lis7co HIRRIERE D TUE 2 30 T
D, HEE RO FUIRBRBEBE TOESE A CIER O HBLIC B 5
L7zeE 2 Nz RN 2 EEIR S A 7S A4 B X 05
E R RIS AR % fifT L 720

20. HFNTA K= RZB 2 ISR E DS RN
Kih e (EERKEREEZRERIME > 5 —)
fedE B, IUH 1R, TEE &, EH &T,
WHIEM+, ARMBRE, & 187, oK g,

W w, ra ErE, AE R, R K,
EWOE=, R R, EH BgE (B RERE

Bin b 2034 44 4 T ARG AR A B4 8
BB A, KE BB RE—E, FE
(e R IRBEARR)

LAV T A R — 2 2R RANH 0 4 B A A R
ThY), BDHPETIEHELEICS SARTICBIT 5 HRHE
121007 ASHF L10~20 A & LB BB Ch D o U175
AL e SNBM, A, IRICBUZREICL VRSN
BIEDNLVDS, LI F—Y ADFHRITOREDE
MBLOZOREICEAENL, AT 04 FORMRLG
BREYT DD RELHETH L Z L, B
SWHNEECTH L, LTV IAL F—2 ZADLMRELE L
THEBME ST WEE, LE LR, S,
HHBEDNET Z DBED T\ LDEHIROIEELAD o
EHUFMRTR E SNBED, ZOIENEEIIRZE TIE

HAD DD VRFTOBEEBRE 205 2 £ b S,
T70, WEDOHEATEZ LILD ) 2 KBEL T, (L 2ERkD
TEEBEEEN R, IRBLOHER D LEILR L O AN
FEEWHHET, ERELOHERO PRIEE 2 &S £ &%
TR EZRET b0 BEEICBIT .0V a A F— 2 ZfEf]
DIEEFERE S LA TH Y, KMEEZZWIZ L0
NI A K= ADLRZEZ -l LIS7ERI 2 2L, €
DG IS E R 2 M THET %0

21, WSHRMEER R T A TV T 7T A EEED
Ak
FEH Bl (fEE KRB RERRIHE 2~ 4 —)
REEF  ARHE, R AT, HT OBEKR, AH OB,
ZEOBAZE, YN M, R, WA B,
B O, R R, RR A, mIl B
(B RFRFBEANN ZNA T 4 T2 AR AL
R8T )
g HESR (ALWREEREARZZEE N EL)

[E] R B B e B RE 55 (3 2 %)
BHEETH B 05, 5~10% I REHHEMEER % (RP) %
B, TIMIZES QOL DIETAMEE 7o Tw b,

L2 L, RPISHT 2 A2 GEHREIIME L SN Tnn,
TNTy T T AEFEB: (APC) (L 4B CIAH#PH
DEEHDTHE TARIEICH N & DWED A ENB DS, £
DBELEMFIFEEE N TV ARV, SHbivbiuk, 7%
Rl & W CEBBEY &2 AL, TIEfED RPE
BIZA L APC DA% % st L7ze [5EE] #ilg7 %
BRI 12k L APC % 1. 2L/m T20W % 520W 4
2125 ARRBIBEN L, MRS IR A % 5 L 72

BHEA~O APC IR CEURFGAT L 720 PIHLERIO%N
13 Zinicola 5 D FH T, IKRENE L Chutkan 5 D F
FECEHME L, BILOUERE b HE L7z [ikE] Bk
TIZ4A0W, 2B Th o 720 T DT TESH] CEYT25%,

FIEFE COMM FILE207 B) 125 L, APC % F352.09
[l (1-510) AT L, HERIIFEIE8.5%TH o 72, F
WERA a7 LR AEZOE VS IIEEICHE LT,
BIRE O FIHEIIRI34.6 7 AT, 456 (6.3%) 12
DI TFTIMOBEERALNTDORTH - 72, [Ki]

W 7 4T T APC I, TIfLZfE9 RP 1A 5%
EPOENBIERETH L EEZOND,



22. MATEERE A 55-FU+Nedaplatin ff F 1L fik
RO BT #
AH EH (FEEKFEREELERRIHMEE > 5 —)
ARA I, BA OB, A B, ARG,
B OAET, PN XF, °HEF BKR, BE E,
=i NI, HE B, KB OBAE, HEK O EFE
N W, A #—, CARELT, B MET
g e, EA BARE, B feth, REA 3,
=i R EERFRFEEANVANA T A TR
WF7E R IE L2 AL 55 BF )

[Hf] EAT BRI $ 5 5 FU/CDDP 7 & DfbaEf
SHEEE (CRT) O BIF 2 B2 S, L4 CRT
BOBMEEC T VAR = VP OMEITEH ShTw
%o, bitbiL CDDP 12 Lifbs: - BHE2s 4w
Nedaplatin (CDGP) % J\2725-FU/CDGP /1 CRT @
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