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Mammographic Findings before and after 5 Years of Exemestane Which Was Effective

as Preoperative Setting in Postmenopausal Women with Multiple Breast Cancers

Hiroyuki Takei

Department of Breast Surgery, Nippon Medical School
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NI AFADIES

Estrogen receptor (ER) FpPEzlyEiixd LAV v G
AR EFEIIETH D, Mk 3255000
EHETFHTHY, —H, Minises o  H SN X
LB oMIMETH 5. FiMLEIZEAMIZE ) L5
B BA 2 & FLETAF M~ O RO E L CTH 5. i
FIVE VPHEIIHRGRESN TIE 7 o~ ¥ —EREEN L 9
—ODEINETH B EFXT 7 = VICHRZOEIED
WZ EDEEHENRT WS L BEOEIRIZED S T4l O &
IMEDSE SN D T v ¥ —EHEROREORG LML
IZ4~6 7L EN, EHICL->TIZESHICEWIR %
B LGB IhTwas !l —J, 7uvy—EHEE)R
FIEETH & LTSRS SN a, F o3 iS50
WEH5EMEEEINTVWAEL 4, Tuvy —EHEHKE
MG 5 AF M AR LRI ASRED & N7IER 2 R $ 5.

SE B (X 65 5% % M. Mammography (MG) (K1) @
Mediolateral oblique view (A) T M & L 812 1 48
9", Craniocaudal view (B) (2C, Inner fHiiZ 2 ff®
I % R . BEWE R EAbE, IR 7THFNB X

OB I ASE D S, TNZERoEFEIE 13 mm
BLYI5mm THo7z $HEHRICE Y, & HIRMMEAL
¥, ER Bt Human epidermal growth factor receptor
2 (HER2) FalkTdH o 72, “oDNEE MG 2 <,

%53, £ 12 TIeNOMO Stage 1 DB & %o 7.

BEIILERAMZRE L2720, MiEc7ra~ s —¥H
EHE M\ 5 Saitama  Breast Cancer Clinical Study
Group (SBCCSG)-10 iR ER (UMIN 7Bk ID : UMIN
0000008023, primary endpoint : 34, 2016 4 6
RAIAEMHT ) 12 A Y, progression 3% 57 VR D
MHTRVE VHEL LTOIXT v XA v OFh 2 ki d
B2 Loz, WHHRHIEHE, T ba—VIZoo kD E
P ERIR IO RD A1 2 2 47\, response & 1) & Bl L 7z.

Z D%k, progression IFFAHHNT, T MI— IV TED
O HNIE O 3EDHET L7z, Mifafihsl e LT
IFXFELRARY VO SEOHRGHIEIETH D720, BHLEH
LA, SHIC2EMOBGEZMET S LIl o7 W
[P 525 5 EB AR L, MG (B 2) 12T response 2%

Mgk iIbEYE T112-0012  HETHERSCHIX T-BRAK 1-1-5

E-mail: takei-hiroyuki@nms.ac.jp
Journal Website (http://www.nms.ac.jp/jmanms/)
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WL TWB EBM SN 70, IJLEEAMNB X O
U F ARV ONEERAHELT S Nz REBRNIE, 7 IR
Jim D E I ARHEIL D AT complete response (H ARFLE
FROGFEIIL D Grade 3) EgWiasnhi. —F, 9WH
MOMES T 17 mm £, 1 mm KO E A i
D BN LIRSS ERDOIRE T Grade 2b &3
Wrs 7z, SRl b= gt Cld ER B, HER2 K&,

X1 /£ Mammogram. A)Mediolateral oblique view, B)
Craniocaudal view. 2 DOEEHE, M T 230, &
W, RSN IR O JESR, Category 4 LB & s,

X ®|

1. Takei H, Kurosumi M, Yoshida T, et al.. Neoadjuvant
endocrine therapy of breast cancer: which patients
would benefit and what are the advantages? Breast
Cancer 2011; 18: 85-91.

117

T S IRAROES

N OB A DIES

Ki67 : 1~2% THo72. vy F 32N yoNEimB T EN
Tholz. Fifitk, SIEREIHITIN, ZO%RMEGEH
TROBBIE L o 7o, WATAIVE VBRI R L TETW
A, SAEM & v RIS H 72 D AR C iR L 72 RN
NTHsb. 2200FH D9 B 121% complete response
(CR) HF#EHHN, o 12H CRIEVIRETH 7.

2 Mammogram. A) Mediolateral oblique view. B)
Craniocaudal view. 2 2 D% Z & 12 Focal asymmetric
density & L Cilik XN, Category 3 £ ZMEN5.

2. Burstein HJ, Temin S, Anderson H, et al: Adjuvant
endocrine therapy for women with hormone
receptor-positive breast cancer: american society of
clinical oncology clinical practice guideline focused
update. ] Clin Oncol 2014; 32: 2255-2269.
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Epigenetics and It's Detailed Mechanisms in Life Phenomena: A Review

Ken-ichi Watanabe
Department of Otorhinolaryngology, Nippon Medical School

Abstract

Epigenetics has recently been accepted to play a role in normal development and the
expression of various genes; however, epigenetic changes have been implicated in the
pathogenesis of a number of diseases, such as cancer, aging, metabolic diseases, psychogenetic
diseases, and inflammatory diseases. The main mechanism of epigenetics involves the
modification of histones and methylation of DNA. In this review, we describe interactions
between epigenetic changes and diseases. We also highlight the epigenetic theory of
presbycusis and the future direction of otological epigenetics.

The methylation of DNA without alterations to the sequence of genomic DNA, achieved
by the addition of a methyl group through DNA methyltransferase to the 5-position of the
cytosine base, inhibited the transcription of specific genes. DNA is also wrapped around the
core histone, which is an octamer composed of H2A, H2B, H3, and H4. The amino terminals,
which extended from core histones, were altered by methylation, phosphorylation or
phosphorylation.

Variations in gene expression or its suppression has been reported in cancer tissues, and
epigenetics is closely associated, such as DNA methylation abnormalities and the histone
protein modification anomaly. In addition, aberrant DNA methylation with different excess or
hypomethylation is observed.

In the modern aging society, reduced immune responses, chronic inflammation, and the
atrophy of muscle tissue, accompanied by an increase in the incidence of cancer have become
major public health issues. Monozygotic twin studies revealed differences between the
acetylation and methylation levels of H3 and H4 according to age. It was assumed that
exogenous factors, such as smoking and physical exercises, and endogenous factors, such as
diet are involved. Oxidative stress of DNA, the accumulation of cell mutations, hormonal
environment, and apoptosis trigger the abnormal differentiation of neoplastic cells. We
additionally described the relationships between epigenetics and psychosis, metabolic diseases,

and inflammatory diseases.

Correspondence to Ken-ichi Watanabe, MD, PhD, Department of Otorhinolaryngology, Nippon Medical School, 1-1-5
Sendagi, Bunkyo-ku, Tokyo 113-8603, Japan

E-mail: watanabe@nms.ac.jp

Journal Website (http://www.nms.ac.jp/jmanms/)
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We examined histone modifications in the inner ear using an aged mouse model.

Degeneration was the most severe in spiral ganglion cells and the organ of Corti at the basal

turn. Acetylation switched to methylation in the organ of Corti and spiral ganglion cells during

aging. Histone modifications are known to play a critical role in neuro-degeneration. Our

results suggest that epigenetic changes are involved in the process of presbycusis.

(HARER R ZEARMERE 2016; 12: 118-126)

Key words: epigenetics, DNA methylation, histone modification, aging, presbycusis

. TEY T4 v I7RER

L1 TEVIRT14v 7 ADEENER

IV xA7 4 v 27 A (Epigenetics) & Epi &
‘genetics’ 2B 7% AEFET, HAFETIIEY) 2K
X720, W TE ZIXHRER L IFHENh, BEEsE
WHZIZED L) IR T2 2SI —2D
77U —FThHhb.

JERAIC#E RS, Darwin C'%%, 1858 4EIZFE D
WEEERLTLUR, e Rl s TE 20
%, STHEWFEOREIZLD, TFE, REMICHEEL
7z. Waddington® & 1942 4, BRBIICHEIG T 57201
W 72 AR TIPS & #is L7z, 1953 4F, Watson
JD B X U Crick FH*#YDNA @ 3 &8 AME % 38
#, 1962 4, Lyon M'2 X O ANEEALZ F8 /A
L7:. ZL7T, 1987 4F, Holliday R°2%38HB L OE
fBLIZBITS DNA DAF NV LEZE S 22T 4 v 7 A
OEEMEZREG L2, /2, DNAZRY T 2 b
YEHABDL T F LR A F o bicBi s h, ¥
VAT AV I ALRKRELEEAEZFF-TED,
Kouzarides T°idv A b Y&HEHEOT I/ BKIGHS,
T F ok, A FMALE Y VLR & o R %
F5EFEDTVAS.

L, BETFRHAPNERELZ@E L TEFIITbn
X, bbb g2 NE2 XL ENTEXS. Ly
L, Wpe UCHRBICREAL, B2AELs2EbH5.
EAZTFREFNT S MRS, DNA BEESEWE 2 LI #
BENDUIMIEAR v ShTwh. Tk
L, B, ¥V AT 4 v 7 AIEETES 2% 2
HZ R, BIETIC X DB E HIHT 28840 &
LCEDEPMEL SNDIZTE S 72

1.2 AAHZXL
IV 2ATA YT ADAHZALIZDNA X F )L
fbee X M VEHHABBHTH 5.

121 DNA @ X F Ak

DNA @ % F)VAkid 7 7 - DNA ORI Z2 2 5
LK, Y MY UM (C) OS5I DNA XA F Lk
5 v A7 x5 —+¥ (DNA methyl transferase, DNMT)
OERICE Y A F VIS INES NS 2 L Tlrbh™
(Fig. la), BEOBETOEEIIHI IS, 72,
BEAED A F WAL SN2 OB 2 FIVLIL IR 1383
DOWEHE~D DS (Fig. 1b, ¢). WHILETIE X F v
{biZFEE LT CpG i TiibN b, ZOHMTIEH
80% NS AFMELENTEBY, NI AF—V ¥ Ji(x
FOTOE—Y —DL HFIEL, AT EIET X
AFMLENRTWS. DNMT & 4 F VI 5RTH
% S-7 7 =) A F % =~ (S-adenyl methionine, SAM)
Mo XAFNVHEESY ) 5 DNANEEH L, DNMTI,
DNMT3a 3 X UI'DNMT3b D7 A4 V¥4 A5 L
Tw5. DNMT3a 3 & 08 DNMT3b (& 8\ 72 4 ¥y i
AL, ISt GA I o 3853E & ¢ DNA X F Uk
N — Y OILIZEBAL, DNMTIL & * Fuib/8 s —
YOGS 5 EEZ 5N TWDY DNA i A
FALICE L, A laERTid s 2 & DNA &1k
DZEHN DNA LA F Vb5l & 2. S 512, #Milg
LR N DORIFN KT U CTHEE SR D B 2 F- Vb ASE
5. ZNIZHL, Gjerset RA & Martin DW" g,
R LA mmMe 2 v, 1982 48, IS REEN Y
% DNA B X Fufbx i L, 20k, e 2iigess
fibhiCTwad, L L, WFLEICB W TEREINEL X 7
WALIZB LT, M. SN2 A D = XL S Tld 2%
, ELITHEmOLEMAD 50

122 b & b &EEIE L
DNAWEI7TEA M VIZBEMNFVTEBY, ITLA
b >i&, H2A, H2B, H3 3B X " H4 ® 8 AR THIK
XNTWwaY (Fig. 2). LA M VEAEET I/ BEK
WA AL, AT AN OHLANHEE L TW5. 1962
4, Paik W B X Kim S“A%, &AED A FVLis
fii %5 L7z, 2000 4E, Rea SS 52k X b VA
B H3~D A F VALIEH AT SUV39HL Z 4 L TiT b
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Fig. 1 Methylation of DNA
(a) The methylation of DNA does not alter the array of genomic DNA and adds 5-position of
the cytosine base (C) by the action of DNA methyl transferase (DNMT) and a specific gene
transfer is suppressed.
(b) Normal gene transcription of DNA is displayed. The information of DNA is correctly copied
to the mRNA.
(c) Methylated DNA inhibits the transcription of target gene.

amino acid tails

a8

/7

Core histones
(H2A,H2B,H3,H4)

Fig. 2 The structure of histone protein
The core histones are wrapped around DNA and consisted of the octamer, such
as H2A, H2B, H3 and H4. The histone proteins have amino acid tails and
protrude from the center of the core histones.

B EZFEEL, 2004 4£121E Shi Y 5975, B A k¥ b, AFAL, U b SO & B % T
EHEH3 ) Y v 4D A F VI LSDI 258 5- L T w5,

WL ElERLE IRHOH|EDOLHIIZL A N VK b2 b VEABEBEICEL, TREFVEBLOBT
WERBET AT I JEBAEAWICIEY VY (K) %29 tF VLI AN Y TEFLVES VAT 25 —F

L, 7u~xF  HEEOHECELGLTBY, 7TEF (Histone acetyl transferase, HAT) BX e X b+ ~



HEEKEE 2% 2016; 12(4)

FT7EFIVET AT =T —+E (Histone deacetyl
transferase, HDAC)IZ X D4 rbirs. HAT it acetyl
CoA #fliftZe LTy Y vz T2 F VLT 5.
HATICIE AT E BRIASEAELCTHB D, AT HAT X
EAHEAGREE L, BEOTEMEZHIHL TS EEZ
LN Tw5b., BEIHAT IZMIRRE L SHFREL, Bz
WEH3, H4K5 BLX U KI2D7 £ FMLIC G35
ERFMSENT WS, HDAC i HAT & KA O %
b, VIUEERRT ST VLT 5. HDAC 3R4
WORMIBOGALIZE G552 L bMON TV
AF VLB LA FIVALIZE A P XF VT 2R
7 =5 —%¥ (Histone methyltransfease, HMT) B &
‘e 2 b5 AF 55— (Histone demethylase,
HDM) X 0SS CTnb, 2 F ki 2 F L
ZSAM ML) I ANBESIELZEICEIDAEL, )
VU, B, CEFLEEZEIIBHINLY. Zhi
L, RECHED AFVLIIZEL TR EEZLR
TW225, 20024E 12 Dy ETIVF VOB A F L
L3 E E 2”0, 2004 412 FAD (Flavin
Adenine dinucleotide) % il &3 % HDMT A%
EEINDIZE 572,

L2 M EAHEBHOR THIKIB L K4 O
HAT 2 X A3t X < WgE s TB Y, H3K9
DT A F VLI BETF B OGN, 7 & F VAL
MALZGI SR T EMONT VS, T DOEEER
DOFBEF I A HRBEEZFISRIT. T = %
T4 v 7 AFIEHE REEFIEIZES S 5 ), €
DREEITFIES, s, AR, R,
FIEPEIRB R EIC G- L TWwaEEZLNT V5,

1.3 BA4BKRBEIED 1271 v 7 AQOEEM
131 ¥y ArT4 v 7 A

FEALRRIC BV TR~ Rz FRBIR IR 2 L) 2 &
BHOENTWE, TV AT A v 7 ARING LR
ML THY, ¥ e LTDNA @ X F A LR,
LA b EARBHREY 2 EPBT 5N 55 DNA
AFIVALRFEE LT, EFMgE B o780 213
A F LB SN TV S, #E 2 FAkiE, $EH
HlEETF7eE—F —HO CpG T4 7~ FDO X F
MEz AL, EfET O mRNA ~NOIEE L )L o]
ZHeH L, BIEFORNEMLEZTI &2 T (Fig.
1b, ¢). €3, Knudson DR & L CHEHI®I#E1x T
DAFHALIZIE, DNA OERF 2 EREPEZ 5N T
W7z75, DNA O X F WAL Z DR DO 3 DT &
LTBITFONL LI EHICLR N VEH
B od THIZ HIK9 @ X F Uk 7 & F VLA, 9

121

PHBEEFOATHICE S L Twb 2 &2 5 512
o 72,

I¥T AT A v 7 AREOFERERE LT, I
o, BURIE, FREOLEME O R ENE L LN
Twhb. Issa JP &*i&, 19944, NItk ) KBk
JEIZHBITH LA ba Yz Y ZEAREEF O A F VLA
BIBCHRATL ORI A EHELTwD. T/, @K
iE & IS L, BRI RIZBW T ple™ o7
O — & — D X FALITTHEDFER B TR S
TWwa* L, BBICBWTEA N EAKATF
WAL AT 5 DH»*, F72, DNA X F VLD EH
HIEE DIFIHEAETF OANEIZ D B3 D27, 4
BOMHDBLETH 5.

HUE, SR At iR, bl s X O
B EI b Tnwa, B, ¥V AT1 97
AL b o TWAB I EDRWHS IR Y, i
AF AR A b AASHIHER] & G IR L X9
LI HRAN G ENS X H 1% - 72% Daskalakis M
B, EHEAMEER ST L, A FIULER T
% 5-Aza-2-deoxycytidine (decitaine) %5234 H
ThHoltbMHE LTS, T2, HIHICHL, A
MY BT 2 F VAL B A T & % suberoylanilide
hydroxamic acid (SAHA) Kk 4 7 3H) o R IG H
PITbhTwg, T¥I 274 v 7 REEITEET
BRRRPERR Y, WHETHY, HEICH O EE
EEREVWEZEZONS.

132 BlblZE¥TY A T4 v 7R

EEAL L2 BRI BWT, RIERISOIT, 18
P IAE, 57 AR D 250, IIEA R OB &2 kv,
KEBRBEE 2> T A, —IIEAA R OWIZETIEm
HZHEVWDNA DX F VLR H3 B LU HA DT £ F
WLV RUVODENDSE LD T ERMENTWAE® Z
MUTIE, B, By, A2 EOSMETEE &, DNA
OWALA P LA, MREROLR, SVEVBREE T
K= R, FAEMBOGLEE % EONRTEZER A
535 EE2Z5NTWEY MEIZE ) 5-AF 1Y
kY Y OGAHZEALL, DNA &ko 2 F v ALs D
T5—), —HOTHE—F —FHHTIE A F VAT
HET 5. TNEDEALITINE & FEHRD LA L b
95384 Casillas Jr MA 521, MEGIZEEWEMEL
L 7= Wi #HEE O #HEZF ML T, DNMT 7 7 3V — D
T DNMTI ® mRNA 2584 L, DNMT3 ® mRNA
BWEIMLTWAHZ & %E/;RL7. DNMT3 @ 38
i, B AFIUEEINR TV ARV T T T —F — o 2
F VAL~ L B 5% HDAC 121 NAD K £ M o
HDAC 6N TBY), ATIESIRTI-7 (sirtuin) @
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7TO07 7 I —=PFET S SIRTLIX, 7 A%
N OFGEHESFRBL OB BAR LS, sl tEv SIRT1
AL, eA N VEAEDOT T MEIZZELE S 72
5%, F 7z, SIRT2 AN OGRS O WA I
VoTWhHY X512, LA VEHED X F VLI
TIERIGZHB L TWE EINTWEY Zh b Dl
FRBPOENZEILEINESELFERO—2 LR D1
LEEZOLND.

133 REEBREIEY 22T v 7 R

BRI R R K4 v EEHTY, T Y FEEHT
Whbwa [+7 v Fifk] Y, FERIERACS
BRFED 1/4 D95 1/5 LB TE L7, 20
K, COMIBNCHR L7280 S A F iz T 2
DTG, LMEREB XA ¥R v 7R
AEFRIZHAEL TV DS, T AU SEIRIRAE 1S L
72 AL B O L ORHL TR B 5] &k
CTEHNERSEEZBND. Tobi EW 67132 h
5 OJERIT insulin like growth factor (INS-IGF2) ;i
EFDAFNMALZHE L TWE. ANELZBERTH S
B, COFEIIERFOREIRESLE Y 25T 4 v
7 BREALEIRIBICL 5L, THRAEELTWEZ E
ZRLTWA. H3K9 A F VILEESZ CTH 5 JThdm2a
AHBEREREBICEE 2 & 25D, JThdm2a
J w77 M=y AE G R IR I & 5] &k 2
%, F72, DNA ®XFVALIZIE, A%, Los—,
REOBHEL LIS ETNEAF A=, B, €
I VB6BIOBI2, TV ¥k EORERT AU
THDHY. TNOSOREIL, HREAHNCEES 5 7
OE— 5 —FHBOXAFIVLRFEEZT SR L, R
PEACHE 2L U2 R D 5. i~ AET IV
TIZNEHi AP T DNMT3 DI A TTHE L TE Y,
il &5 D DBIZTDIA F IMEDHELE ZIFTNWDE T LW
RBENTVWEY NS X WBREBHORZ SFHA
THEBREP I V22 T4 v 7 b2 b 725
L, Wi 2 7 R v ZEGEHOREKR L % 0142 L
Wahs.

134 FEBEIEY 22T 1497 R
FEEJCIAE, AU LR T 7 & OGBS ATE B
PR, & UCHARERKGE L, FEAPRER LB T 7
O—F 2T HERNERL G H 5% b kW
FEWXATTOR 1% ISHIEL, 2/, URA2EE2HFT
%, BRI RE T R IRAE & IR A RN - T
BRI Zhs 0B 20 ML )R E 2tk
SEELL T 5. HERIEDOTREARIE, —INPER
R THIS0% TH DD L, IR TH
15% LML, AHE O T CTIIFERIE WS [k
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AU 22 ¢ b FE AR FIE — IR AU VR TR 70% T
HHDIZH L, ZIMERAENRTH 20% TH 55
INLOHFELYBIEWERDORE W EHPI5 I
o TETWA,

WAL TN GABA (gamma-aminobutyric
acid) & W 2 & b 5 GADI1 (glutamic acid
decarboxylase 1) #HZ T OFBELTFAMSNTED,
Huang HS & Akbarian S &, JEHEMK O KN E T
GAD1 @ DNA A FMAEDSTCHE L Tz & iy L Tw
5. F7o, MEMEREETIEA PLARIBRT R b=
A5 45 E# 25N TW5D human  leukocyte
antigen complex group 9 (HCG9) EImZT DX F v
LD MEENTWD®. S 512, A FKTIE R BB
B e EORGMEE TIIMNO =2 —1 > TSAM O
BimE 22tk ) DNMT1 OB BEIn»mesns
Lo ITNo oW XD KR EIIEMAN
DIET AT A 7 REALDBEEG L Twa LIS
nrz:.

A RRERHETH D 7 0¥ ¥ VIZGADLI O T
O E— % — T H3K4me2 O¥M%E b 72537, F
72, TADPARBBMEREO KT ZE b N
V7alEr b A HDACHERTH Y e A b v
EHHEOT tF Vba e 2% Lo L, feRd
T 2IE T AT 4 v 7 RIGFIDHIIE S HITF
Mz X 7 = X 5 QR EHIROHAERQILE L H 2
bs.

135 HIEMEBEIE VAT 1 v 7 X

JIE (inflammation) &, ‘set a fire' % HKT 5
7 7 v ‘inflamacio” ICHRT A 2T AT 4 v
7 2, RKIEW®EH A M A 2 TH D TNF-o (tumor
necrosis factor-alpha), 4 ¥ ¥ — @ 4 F* ¥
(interleukin, IL), ¥=E T Ta % NF«B 7% &ED %5
Baearstu—nLTwbEEZILNTWAEY flx
T AL IL-2 BT 0 70— 7 — A 2 7
MEEhb 2 LT, IL2ZEET LY. X FIVLIE
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Fig. 3 Pure tone audiogram in the case with
presbycusis
Pure tone audiogram in the case with
presbycusis is shown. It exhibits the
sensorineural hearing loss in bilateral high
tone area (arrow).
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&3 (Fig. 3). ADomE#EILIctEy, 2 A
BIEECL2a3a=r—Ya VBEOKERKNE
D, BAx Rt SWEEICZ > TETWAD. ZoHRIE
BERMEZOIINICEBERT, HREOME, 7Y —
FINNOME L EFEES N TV BT
WA BRI ST 53, MileszEm, A
THEFZEATHEFEMTHIB L TWEO05BET
Hb. BIEOETHRR7Z L) IR AERICET %
WgETi, IV DNA O 2 F bR A b V&
HEBMICEDPEL S EWMEEINTWE® LiL,
2015 EDHEFHTIE Y = AT 1 v 7 A L EANTEHETE
DOBEMEICHE T 2 MG IR SN Tn v,
bhvbhuIi~ 7 AET7TVx v, NWHIZBIT2
H3K9 D7t F VibB L 2 F Vb b % #l5E L
24 ZORE, HE B CIIAERTRBEICBY
TN TIER 2% 2L Cw/ (Fig. 4a). L
2L, e CHTMIRE X 05 & A MR,
FEIZ S iR THRATEE S S TH o 72 (Fig.
4b). F72, INVFHOEMN S LKNFKTERTH -
7o, BB, AEBOWA0LREEET S AN B
LI NF T T MBISR T 2 REEHEEZ 2D
7z, SHISK L, BT NS ORI i
BRD Mot —F, HETIESEAMREICS
WT A F LM S e 2o 72, INEEEE <l FERAT
WA F I EE B L7z (Table 1).
WEDANFHEEOZHERTH Y, OEAMREH
FERMBOPREANOEEREZIHS TV 5.
Schuknecht HF® 3 AEEEEOREL, 1) IV F
FOLIK MR BT 5 ZEi RO 5 5 &G
I, 2) SFAMREOHIIHE) Mz, 3) W

Fig. 4 Morphological changes of inner ear (HE staining)
(a) The organ of Corti in the basal turn of 4-week-age mice is shown. The structures of the inner and
outer hair cells were maintained (arrow).
(b) The organ of Corti in the basal turn of 40-week-age mice is shown. The structures of the inner and
outer hair cells were disappeared (arrow)
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Table 1. Changes of histone modification associated
with aging
young group aged group
Acetylated H3K9 negative positive
Methylated H3K9 positive negative

Immunological activity for acetylated H3K9 was
detected in the spiral ganglion cells and the organ of
Corti in the young group, but not in the aged group.
On the other hand, methylated H3K9 was not
observed in the young group of spiral ganglion cells,
and it was observed in the aged group.
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B, TOFMIZe A N Y ERAEEHOELE RO 7.
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CFY NYF UM UTIRIRT v F Ve R v
WCBRR L 72 BIE PRI OZ L 2RI, Shlobhb
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The Management of Urinary Incontinence after Radical Prostatectomy

Yasutomo Suzuki' and Yukihiro Kondo®
'"Department of Urology, Nippon Medical School Chiba Hokusoh Hospital
“Department of Urology, Nippon Medical School

Abstract

The management of urinary incontinence after radical prostatectomy is important because
it decreases the quality of life of patients. This review article describes the current status of
treatment for urinary incontinence after radical prostatectomy.

Early post-radical prostatectomy incontinence is usually managed by conservation
therapy. However, we consider surgical therapy for consistent or extreme urinary
incontinence. The gold standard of surgical therapy is an artificial urethral sphincter and this
is now covered by insurance in Japan. On the other hand, urethral slings that comprise the
standard surgical approach to managing moderate urinary incontinence in other countries are
not covered by insurance in Japan. Therefore, this article describes alternative therapies.
(AARBEFFRFE SRS 2016; 12: 127-132)

Key words: urinary incontinence, post-radical prostatectomy, surgical therapies
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LETIVEWELTEHESNTWS, F72, €75
T4y YA IERNTEREL, BENFRL, WEHLR

T EEFFAMNEBILRT LI L TES. —H,
HMA A= ¥ TEM ORI AR XY, EAF
TR R 2 T LT ALy VN (]
WA =) BRFEENR TS, Fxid,
INHHNA L —2METHBTL2ET T
Ay varBL, BB T TIATA A=V YT
T52LT, MEFEOHEEHLIEL TW5. £
M2k I, NEMEOMIEE Y %A & 7Rk
THHALTE L ET T 7 1 v ¥ 2wy LEHiE
Bl 5N EE 0% E & 2 o filEig o —iR %«
571272 (Dev. Biol. 2014). F7z, WEMIIBIZBLT
RGN T B-catenin DG IEYE 2 WAL T &
HY¥T T T4 v Y a kBN BT L, B-catenin MKAFIY
BEEEDSHIRIME OIERICEE TH Y, ZORE)T
Klippel-Trenaunay JEMEHE & B3 % Wl REPE 2 _IE L
72 (Development 2016). X512, M EICBITS
N DI - BB & I3 2 5T BfE 2 AT L,
Rho 7 7 3V — KA TEGEHED V& D Cdcd2 #°
Formin-like 3 &\»9 7 7 F V FE&E AL 2 iHMHALL,
MEFECBTE2NEMEOEELZHELTwLZ L
25 L7z (Dev. Cell 2015). 7z, HFRTIILDHT
M % W AR () 34 N FiE M) %,
HEEERTHTRILTE LY TS 714 v ¥ 2% BT
L, BEMIUASIAE 288 L, Zofme 2z flis 251
AJ = AL D—E8% I L7z (Development 2016).
SO, THETARITEETD - 72K A DRI Z
A TA A=YV TEMEM L, BIHGEEICHE D A
HEDTA TA A=V Y I L7 (R%#R). Bl
H, FORTAAZZANIDWTHN 2D TV 5.

AT, REEOIERCR Z G352 LT, G
A A= v 7 & BRAE U - A A e o A TE %
L7z,
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HEERRERISAEE (1)

473/ NI R 12 ot 2 SR 0 S b T I
-3¢
SR AF LA P

Lﬁ#¢ﬁwﬁrbﬂ?é%%%&i 1990 4%
IBABLPEPER D AT, ZORFIFZ L L i
ﬁ%ﬁi%l@f&ot JL4E, EGFR (EREER
TZBR) BInTERRL ALK (R LY) ¥ 23 fEF 9 —
¥) BT EEOREII Db S KT 4 N —
BIZTHEZEEN, ZO5T %25 =7y MILGT
FEREREAE SR TWA. 512, A4, PD1%
By & L2 F = v 7 B4 ¥ MHESRD LS h,
PSR AT b - 72

EGFR #a T2 REEE, HARNMBRIE DR 40% 12

B %, EGFR #fn 2R Tk, EGFR 2%E
m% WEEPEE L, MR BEGE > 7 OV ASETEIE L Tw b
EGFR 71 ¥ ¥ ¥ > — ¥ HEIEIX, EGFR 24 u@"%
Z L TEGFR®) Y B bZ FE L, MlLNORghE &
T EHEL, EGFR&{n AR 2 E % 5.
EGFR #u ¥ ¥ ¥+ —¥HEEIZIE, 811~ 3
23d 0y, E1HROr 74 F=7, zrueF=7,
E2Ro7 77 F=71E, wIh b KiEHF O EGFR
WA T2 SR PRI RE 2 W R & L7248 T M ARBRIC B W
T, LSRRI A B2 o M B A AT [ 2
RUFT, EGFR &{nF22 SR M 1263 5 WG
DOFEWGEFETH D, FIRE2 R LIIERIIB N TH I
L1589 1AE Clit 2 43 5 2%, 0% 50 % &
T7TOOM 2 TH 5 Z ERHIN TS, T7T90M £
BEFPERIFE L, # 3 EGFRFr Y v FF—+¥
FLESED F ¥ X IVF = 71%, B 60%, HEHEAF
W10 7 HOBFMERD 0, bHETHARE B
N, EGFR @z T RO PHIZS SICERT
LT ENWFEEINS.

—7J, EGFR Fu ¥ ¥ ¥ F—EHERKIZIL, B2,
INEPHR % E OB EREE, TIN%, TRz & oRipkE
&, FREREREE 2 CORWERZ S Y, HEIXKVb 0
DEFAEN S IHIE B DD b, F T4 F=
7, v F=71%, JHET CYP3A4 X° CYP3AS %
ETEF S, ABCB1 % ABCG2 CTHEIE S v, )

I ANELR DD, 74 F=27, TaF=T70
RIVEH & S Bhhe, MR TSR L ofEtix, 4
BBIOHEDD L0355 ICITE o Twhwn, bhvbh
X, F74F=7, TvaF o 7RG L7260 6% %
S L, AER L BB, SIBETLME O
HrBat L. HREZIr 745727356, Trn
F =7 25 BC, FeHHH DR, HHEEL 3, 5,
8, 24 WEf &g %% L, ABCBI, ABCG2,
CYP3A4, CYP3A5 73 & O3 T-% B % fghT L 7=
T4 F =T THAEM AR L7z 16T, SiE
B & AUC (ifitH 5 BE—RE [ AR M1 #%) & Cmax
(R ERE) ASE T, $72, T F =7 THEH
Mg 2de = Lz 16Cid, EffRd AUC %%
T, SEHIPER 2% & 3L BYRE & O BIE D RIE S 7.
JERERERE S, B, RIRREE, TR VwIhy A
HEERRO R, T

ALK #AEF L, B A AR O 3~4% 12
b, ALK FIESED 7 1) v F = 71, RifED ALK
HAR TR R B PEMHE 2 0 R & L 7245 T ARRBR IS B »
T, LSRRI IR B2 0 M0 A A A ] e 2
HIFC, ALK a7 iR PR 203 2 Wl IRl iR o
MHVRIRIECTH D, S5, ALK #ERMER 2 ) VT =
TE0EL, 20 VF = TRHERNC b AR E R
ALKHEROT L7 F =7, 2 F = ThRENEFh—
WEAE & ARAE B S L7z

REFRL I, 2S5 BL$ % PD-L1 & T Mifass
Y 5 PD-1 & O A ZHEY 5 PD-1difko =K
<7, FIEHEITIE N IO L, BEERETH
5 RFEs X & L CHBICEFNMOERZ 72
W, FEFEAELTIEINIRLIE (253 2 B AR SE O — D
2o 7.

Ltk, FE/ANHIRBRTHE TR0 2 SR IL S B 1
HEARASIER S, S & B 2 I e
WIAT) S EARDOHN 5.
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MERERBIRRAEE (2

IR IEHR O EIEAL

KHE—H
LB VR R i

LT LD ¥ RHiIFEORERITIIEICIH T 5 T
W5, FO%k, HEIREOHE TITbNDL XISk,
HALRIE SR TR 1O L ClifT s Tz 3L
L MGRE I L TR D) v 3 fishiEs g 7B
i, B OB A5 2 B 2 55 R0 s 45 PH LR
20, LGEHIHMERNLDHF Y, V) v SHIENEANAE
HI N2 RS BIIABARTWA5.

RN A OB I1X Billroth ICI5F 5. TOHFTH
% Mikulicz & 19 A KO CTHBOEERKZD
HEENCToOMEHEE, @B DY P oXE - ) VoS
AL COMRE, GOFEMRZE O OREEER, @
M ->CTOMEL T LOTBY, BEHETLZED
FRICECHEL L, ZoERICELIES5N5.

Mikulicz ® T2 B L C:U R0 MR 0 fie 63
RS R FA = 3 OURIRAR AR 25,
JEEGRARTOHEBENAFZIHEL T Z LTk
7o, FOMTATRICKILKEAR SR E 250 M
S TSR & & DR Y > 73 HiRkk & BRIk
DT RBREPLE] LEEL, wbWwben bloc )
VOSHIEEOM SR MO TIRBE L. IS EHD T
=E—MIE 1928 4F [ B %A L7, ZoOHT [
] PEFHELE LTI ONRTWAED, AHTIh
RESEMFELE LTHEIANDE LI R0 20NEED
Tl R,

Wik F clkZ o B 25BN EHEROHFE T
Holz. LALBERE [Z0kd ZnU LSRG
VOSEERE AT S N ot SR TR E K
INED) VSEIRFICIEDTE Y, ML ICESER
W9 50 SR W L, HIEE (Bao
M CARFE =R E) LB Y VIR ER O A
s L, #EIIHE L TWwiz) ERRTwa, BAEDS
EALEHERRE BT S, B TR A & B ik
RNEREEIIRIE P > 28Hi % en bloc \2EET S L 91
Y, ETEHIEIAHOE2W/ETORMAY » /3

2 (D2 50i%) OJERIAH K LA - 72 01F 1942 4L
DZETHbH. FOHkIE BIKETDH LRI THRHM
W) >8R ATEN. L, AT BRI o kb
Wb b L) ko7

FHHE 1985 AF I RIE ORI L, AL
O TR T-HAEHE & $£12 1946 4E LI D B 7 — & X —
AR YT B2 Lol TR RITERE
BRI L, ER LY VNS I RE
(&) &% X OB (&) 2 Kfbsh, PHom
FERBDLIENS, ETEWIIBIT S L oSHERE
DEFITHICFE I N D Z L 2R Lz BAETIE,
WekiZBWT b+ aRREe A5 20BES T2 L
FIOEMDOB LT, D2 VSHIENEAEREEH L LT
WRENBLZ LIRS0,

R E OBy, NHEERERE, NHESEIENE
B, S OIEHMNEMR > SILKFMICES T, £
SROEREDITONS X 51Tk - 72 1998 4, HAR
BRFAOMIT L2&E T v r— MiREEIEIL, Fo
BURE B F 2, BRIURCHLANS [WERT4 T
4] OREEEBFE, 2001 SE AR S .
ZOHRDEERFZIEDO R Z B F 2, BUEIX 2014 4E D5
4IASE EhTwb. TNM K T-HIC RO 7 v
T ALARENLICEY, EITHEID U2@ER
WDPIEL AT END L) I o TWVA,

Ltk 0 BREAVEF O I T, OPIHEEIVEL & pE sk
SRt oBE, O bR O #IN, il E AR
WX Bl IR, @GR (AFVAERERE) (12
3 B EFER R & TH L. K E B
LTl&, CART (BE/KIEEMEEAE P EEE) OIS K
& HEW O I NGB O BRR B 3 2 WIREIC L Tw
S LERD 5.

X ®

1) KHE—M, b EATBREO Y > EERTE O BRI ZE
. HALEIMRE 22, 1341-1347, 1999.
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T 2B FE RYHIHTSHER ()

ot AR L2509 % westlll A T 8 0D Bl 5

ZHH

élezll:l

H AR R R BE R = FER ik B2 00

(FC&IC

RIS & BB CH IR 125 AT, FAE DFE
CHNOEAMZLEDTBY, EFEHICOEL RRE
FEDFRAFE L, ENEBORRKOFERELRTH L. TE
HD80%I < % 562 HZEDHFEICE VT,
rt-PA FHEFRE, MEWNREE % & OFREEE O RIT
RS SN b, BAMEROREIX
OETFELWV. AL, TNHOREEZZITAZ EHH
Rl DIIPWHESAKN ST 5 LD, BB
T, MEOKRE SRERERICEL D, FicHazH
B & L7z Fa—E R TIibNTw A28, Fofl
D% OBHE, BRERIGEEE ISR AR R B
I L v, ADREE O 208 2 Bk fbic ey, N
P BERBIIE A, WL TEY, KL% -
KMMEE 2> TBY, FrzBGREREOMBIIEE T
»H5b.

SREERE R (C & B RNZERDAE

AR, WIS A e s auEIcHER L TR Y,
INFEFCHEETH > T RBERELLESEL720
DT V=7 AN—, LTHfFEEINTY S, R R
MiNgix, ESHIRE=e iPS ML & Wikd % &, MR
EVEICER, FRRIEADHEL LT THY, F
F—HEAFER LR T WA DR HmE AT 5. A,
7 v MHEZEE 7OV RN IILE 7V % W 72 SEBER
e 5, BRI OREHIRWBRIE, BRI L
THBNES T CE e 2 M LT A,
B HR A O REFIR AL X 5 BRI RO
LT, 1) B & 5w S b B RO EMEN T2 X
L RRRAERN A, 2) W% A3 2 PUIE - R R
M, 3) MAEFAME, 4) WA O EEH
Ze EHWERIY - ZEHMICS BRI LT, M
SERORRENG/D, EEIRERE S X ORRAIBRE O Il E A2
HDOLNLZEXHLAITL T

SHOEBEELEEBE

AR 3 % H R B HR AL DWW T
X, BRSO O Otk TERIR BB S T
W5, BRFETIE, SEAITORSNHETIED S
A%, BESFTERE, MM, R - AEBRER RO EHK R E]
TEH, AEFRIIRORVD, —F TRIEZ GBI
FRRO LN TV R, SR, BERICHT 2 5HE
HRD AN = AL % GCE] & 3SR RIS H %
DTV LT, HEIIR-TLEEEZLNS. b
AN U7 e FVALEEE (HDAC) FHERNZ, 1) &Ml
Wa it 2 < B 5 CXCR4 % MMP9 J6 8l o B4 %
AL CREEMAOHEEEZ B I 5. 2) wMilao 7
) T RANOGALEIHIL, RSRAIE AN O 5 b %
EELIEPHESINTEY, PRSI 5
BHIRiR O R AT A L fEs N D, Biliie L
HDAC BLER OBAC X 2 B E G @ OB %
Sl L CTwb.

WA RERIR IR BN D 2 &1, BEIRIEY
WCTHID, RO VAL =Y a v eEETS
& mEYE, eI T, MRRNMKRETS
5L OHETH L. FHHREMIEIL, SHghz
B 572, AR AEIIC BV IR AERR RO R E
R, FrommBE T, HomoMIRIAHEETH
LI REMER, MIfUES AR ICE M 2 29 5 2 L L oRE
Bdhb, IhOOMEE ML D 87 2 iHEy —
A & L CHiflidskEfiie (DPSC) 25EH ShTwb.
DPSC 1%, BiFLoiCR ek (B S 9) 2 SISk
b7, f/NREE O AR IR CERIU] RE 2 £ e AR T
HHETH 5. sREHCREAIIE, HIREM &
FAMRZEO W OVEE % Hehfi 2 TB Y, Mifagding
RARERANO I LT H MR L 0 b EN
TWwhb. $->T, DPSC Xk A R IR L
XHLOTHELMY — A E 2 bN5. WEpET
WVIZHK$ % DPSC DEHA RO VT H i 2 D 5
T LT, KIRE LT E LI ORRYGE T L
72\,
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Fri 28 £ RFEZHESHE (2

PZEME KGR IGIRIC BT A IRERE(LZ HIE L C
— KB AT v PREEZOTHM (bridge to surgery : BTS) OfF HHE—

NIV

HE ER A g

WH 3=

DA ARERR T IR B - AL &SR
P HARER R AL A

BAEM KGRI T 2 UV EEERE

PAZEME R i d KW D 3~15% & P LT e
BTk, BEREIIZOMEERD 7 ORI
K, Ko - BRENS  AREREL, £RER
RThaHZLIL . B, BENELAIZX 2590
PO E LD LB DD, BELIISELIHE
& 3% Oncologic emergency & &b, ZNE T, B
FEVER IR\ B B ERIR I BTl L SN T& 2
0, EOMBEIHESE (40~50%), FIEE (15~20%)
WEFRTHHZ L, 72, NTILMEZEE (50~70%)
2 L, ANLALM O FEIZEH Quality of life (QOL)
EHELIEET S, RIPITBWTH A RER I
TOBERTEHNOERBBERNE AT ~ & (Self-
expandable metallic stent : SEMS) 2% 2012 412 £k
Ik s, B2MLE & LT SEMS % il LI WE -
EHIRBOUE % - -2 OFRIVR RPN (R
BN K TFAMT) (bridge to surgery : BTS) O Hafr23
WHE & %o 7z PAZEVEREE 3§ % BTS %, BaF
M HAT BRI 2R (—Hme k&, AL
BLME RS, Mith &b, ARHIR) 2% i s
NTwa. T/, A FO-Mo T, B
BT ORI A Lo A8 2B iEBOTHH»TD
NTWBA, FA1L, SEMSIZ X % BTS 25FEALMK A
L AEREROFMIILN, Ek (g &P,
ABEWE) 2RI CTHhsH T L, BEQOL Z#H bRk
WZEEREL TS,

Rf 2 msiEo—7, MEEFNRIIHEICE L <
(& SEMS REMB/NEE G 5 OBLIEHERE R, FK
RYRIENC X 2 IEE A - 3w 2 3589 4 W BE T A DL
AOBEESATwSE, 22 TH4lZ, ThEToOHE
PEREHRIEBN 33 5 BTS & B2 T & o B
\ZBE9 % LLiikER & HEER R I 5EAE L, meta-analysis &
1ok s, BISHRNTHK (SN, Mgk
W, B3 2B LS LidhvE0iERE 1%
TITITHME LTS, UL, RMICHET L2 RER

B X REBIIRZHEAE L W20, RIEICBWTRH
BT v 7 ML BRASARAE P ISR S N b T L
o TWh,

SEMS IC & 2 #mERIB IS EEEE FET5H?
a1, KIGREALREI A3 % SEMS 12 X % Bk il
WSS UL 7 LD X ) IEL S 25 D h % Hat
XL, SEMS 41 §i o INHLEE T BRI ML &
1% DY) B KR o B R M Aom B | & v,
B2 (H&E Jeft, B HMEEIC X 285, B
X OV AL LR e 812 X B R 95 1 5l A 5 PR - o
SEMS Wil DAL % T L7-. SEMS #iE%I21E,
SR B AT R, (R T SRR T Rl ) &
¥ iR, FIEB L O RIEILE & RS % FIER (kF
HERS L ORI 2 % 7R 72 Ki67 i fbaEiil
Migefn ¢, SEMS ¥t o K FME A FICH
BRI AR TR EEMCT LTEB Y, SEMS i 135
BAGHRE 2 IR S5 L WA TN E TORILEE T H
17 8 5 R R LRSI X D, Ki67 FB
DT & EGFR-p27 # % v 3 % 2 L AVRIE S /e,
Lk, SO RDMEEIZ S &3, X0 EEEICE
4572 SEMS OB~ H#D TITE 72V EEZZ T WA,
BH ZE 1 K6 209 5 SEMS HiBE# O T4 (BTS)
DINF THE STV A EHI LA,
FIRAEMEDSARIGE & B ) IZFE S i, 2ok
BB, QOL 247 b v &) i 5 b MK
FEDOREHRERIRE 2 1) 9 5.

X ®

1) Matsuda A, Miyashita M, Matsumoto S, et al:
Comparison between metallic stent and transanal
decompression tube for malignant large-bowel
obstruction. ] Surg Res 2016; 205: 474-481.

2) Matsuda A, Miyashita M, Matsumoto S, et al:
Comparison of long-term outcomes of colonic stent
as “Bridge to Surgery” and emergency surgery for
malignant large-bowel obstruction: a meta-analysis.
Ann Surg Oncol 2015; 22: 497-504.
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T 27 5 ERRCHBHTSHR

SCILAE D RE & F B 5 — 7 b

NIV

BT OIER

WHEESR P

DA ARERR T IR B - AL &SR
P HARER R AL A

B AE DIRRE & EFH

WISE [sepsis)] &, ¥V ¥ v iEo [HE], Ek)
REFEE L, WD EARRIC L 2 EELREL
e Twiz, BUETIE, BRYYEZ L 7589
PN B E W B (systemic inflammatory response
syndrome : SIRS) L HfE XN TS, JRIILAE D E 3%
21X, TRETVLODDOEEND 5 72h5, 2016 4 2
H, KRESETRBEEAIIERDICINEZRETL,
(&G 3 2 5 BAAR IS O EARET, Lk B h
JhaeelEE] L ®E#‘ L7 (Sepsis-3)”. Sepsis-3 TlZ,
[FEREBIMAE] & v HEEZEEIEL, SIRSZIE LD &
LR ZEMR L2 hTTERL Y, EHEW
WHEMEZE P THRHEFREEICEZIBEINLTV S,
Sepsis-3 DBEREFE, AHMEICE L QIS5 HBIEKREE
fliSNTNLZETHAH A, BUMAE D AREDIEG: I
XY B RIERE L E L AR ES O TH B
ZEITEDY TR,

BRMAE 12 3 U 5 RAE RS O HI 1

RIFZBWTH, MIEYEY 3 v 7 OFBTHIL 30~
40% & &, EAEOEAEHBAM OEARIZ LMD 5
KREZYHBIEDO TRV, TS, EROBREZISE
Z o TV B BRI T 2 0o A TIIIRHGE DB
RUGHIIIIAETE T, PURICH 2D S 5 7% B
BIUZOKEAPMHETH LI EZRIBL TS,
Fa OWE 7 V=71, BUERIBEIC X ) FES
BT RN — v A EEME (207 7 —
V) IEYNBE X N k2%, SIRS 12 & B AEKD
WAE D EHEHTH 5 & ORFOICITHER 2058 %
ToT&7:, ABRSINTHEINATH M= AMia
Z2WmMEAR 7O — 2% L, M2 5 DAMPS
(damage-associated molecular patterns) 2SHH &,
JAEME RIS DS FHE SN 5D, 64kDa D7) 2 ¥ )V1L
¥ v X7 T d A Milk fat globule-EGF factor IV
(MFG-E8) 1%, ~7 17 7— V7% L OGEHM s

LEEESN, THEM—Y AMIE L EaNE 2 AEE LT
HIETTRI =Y AHBLOE L Z B S 52. M
JEIRRETIE, 2 MFG-ES ORI I NG Z &,

COFEAEMHD T T ABEERE O WA S TH 5 LPS
(lipopolysaccharide) 2* 5 O #l#Z & 5 CD14-TLR4 #%
FEVARAT S 5. WidE € 7 VBN MFG-E8 % $¢5-9
HE, TRM=VAMISHT A3 7077 =T DF
B NE b s 5 & 32, TNF-a, IL-6, HMGBI 7%
EDOPRIEVET A N A A Y REEASEIR S, ISR E )
IR L, ARy LY. 72, MFGE8IZiZ, 7
R b= ZAHH %2 AL 2o B 2 B RE
(STAT3-SOCS3-NF-kB #¥ DM & %) HHFIES
LTl rEIA LTI —ThHbH CXCR2HEH %
S 5 2 & TR ERD I~ O HEAE & P L 2k
EERUBSICLMREAT LI LW hoT0D. Z
@ MFG-E8 |2 & % MullfEcsbah iz, e vy ares
YREURTTHROLNDL T L, RFITH B
b R ED S S MFG-ES 754 ¥ 72 W ML 1 95
OFHEHRY =7y b DI DI LEZRELTVAS.

Sepsis | The most common, but least recognized disease

WOMAE XSGR D & ) ISR <, e, R
DAL TV RIS b S FTRRAEKL, K
ElCiddE, Waed, OEE L EORIBEOREROE
HBEHRTHAZINTWLIISEEIBO TH R\, F
Kl 2 WUE DR AR O o7z, &5 7% % FEE
M) AatED b 2 L 2T 5.

X ®

1) Singer M, Deutschman CS, Seymour CW, et al: The
Third International Consensus Definitions for Sepsis
and Septic Shock (Sepsis-3). JAMA 2016; 315:
801-810.

2) Matsuda A, Jacob A, Wu R, et al: Novel therapeutic
targets for sepsis: regulation of exaggerated
inflammatory responses. J Nippon Med Sch 2012; 79:
4-18.
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TR 27 £ AU SHRBRE&ZEESHERE (1)

M B b B B DR MG IRAR I /N A &~ — T —HRR

K

i

AARBERER R BE PR A 7E R I 25 A R 2200 BF

EPER R Rz IE (MPM) (3 5 P S T A o 1
DT, TANRA MFEBROSMED S 5142 DFIER
AR e 3N Tw 505, BEFEMAR THRIZET N
A+ < —h—13HEE SN TV, Pemetrexed I,
BAE, MPM 125§ % i b —> & LT EBM
PERLTWS., oL, BEFRLETH LIS Db
59, FTHEMD» O ELRRE RS LVIES F T
ZOMPEHLTHY, FOERZHEORTIEIAHT
Holz. RFFETIZ, MPM OF5HEB L OFeH &2
WD 2 BETREEXHSH,ICL, MPM I3 28
BIEHREN N, <= — L LCHKRIBHT 22 L %
Hig & L7z, 34, Mids 23w Tld EGFR #isF%
., ALK BiA#E=T RET @A EETHRO00, £
DHEENPERTH D Z &0 5, Hi7: 7 addicted
oncogene T 5 Z LAVRIEI N T WA, FFIZRET fl
GBRETIERIAR Y =7 v —2 A CThilED 1~
2% W ZRET B BB THELTWDL T ERERINT
W3, 2O L)k MOREIEES T, iZd addicted
oncogene DMEET A REMENH %A%, 2 E TMPM
@ addicted oncogene X RO o T\, 7z,
MPM (25§ 2 W0 E O REMTH Y, 20
HHIEZ N T o FEE, BREWICZEEhTEDY,
INA == — & T2 72 72 R R ORESE AT K O
b Twa.

Fxix, £9, 6200 MPM MIEkkT MTS 5#7 12
& o Tpemetrexed ® IC50 % 5 L SEH &2V % 4047
L7z SR & 5 L 78 e TR 4E e 5 72012,
Affymetrix @ GeneChips & Pathway-analysis % i {7
L, BEFEBE SO 7 74 v 7 %475 72. GeneChips
THEE N7 18 MIET1E, pemetrexed (2% 5 B
P&, AEICHBE L T\w/:. Pathway-analysis TiZ,
Osteopontin (SPP1/OPN) %% PEM J& %% % o> # % 72
target gene ThH b Z &% R L7, SPP1/OPN O
B, ERMRT-PCRONTE YT ASY T ay Mk
X o TR TBIE Sz, kiZ, FxixL > 7
7 4 Vv A % v T SPP1/OPN # over-expression &

&, SPP1/OPN ZSHEEGHIFE IS L C WD 9 % HGE L
7z. SPP1/OPN ®3# A%, MPM Ml 0B % A
BFIZ LA LTWwWAZ & % invasion assay THEFE L 72.
I, siRNA #H\WTSPP1I/OPN % /) v 7 ¥
% &, pemetrexed CHULELS 2 & 2 VEMI LBk CHillL
HEFEPNHIRD SR & BHE L, Ml FE L7z, o
7121, PISK-Akt-mTOR OFEEDBY5-H /R S T
BV, SPP1/OPN & AKT V) YR 27 M biL, &z
PEHIIERE D pemetrexed IHHEZICH B TH I L
LIRS r7ay MEZLo THERR L.

& 521X SPP1/OPN ORI D W TOIR LOE
FRMERT 5720, MPM OHRIFHEAIZHB VT OPN
T Yt % 14T L 72. Pemetrexed 2 %) % (partial-
response Pl 1) &7 L7z MPM &4 3 6l 2 )¢ OPN
DEFBBA LN, FROZ Lo 7 (stable-disease
LIF) @ 4 81d 3H1Tld OPN OFRBIZZ Lo 7.

VU EDOKERE XD, pemetrexed 121%, AKT {5 L%
Jif U T SPP1/OPN #H| 563 % 459~ 5 MPM Mg THuli
BRERH L e A L7, s ofEdiE, SPPL/
OPN % MPM @ pemetrexed G DR D H—F N
A=A = L THHTE LR ZRIET 5.

INFE TOMFERR DB PR % #HE L (Takeuchi
S, Int. J. Oncol, 2014), #kHcgEEEE LT HDAC FHEH
EZVER T & LCIL-18 B & ' miR-379/411 % [l L,
L E AL L7 (Yamamoto K, Seike M, Takeuchi
S, Int. J. Oncol, 2015).

LIl 4 3Hi 727 MPM OBWi~ — 5 — ROV
WY/ BRENOBERE 50 T2 A L7z 5%,
MPM O#flitkz VT, FHRILBEENE 2501 %
[ESdhZENRETHLEEZON, BERISHT S
72OICLUTOEHEZ PELTWwaD. ORI —
=M T, MPM IICH RN 2 EETER - <
{70 RNA 2[f5E£3 5. @MPM 2B 55 - i
FICE$ 2 #ET - ~4 20 RNA 22T 5. G
ERTER CORll/ P/ B3 REARR LML, N
AF<—H—L LTOEHKEZFMT .
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5 BEE OD ik 2 28 0T BLFEAE O Rt & TG HRAR 9 O ] %

H s — AR
7 LIV — BIEE R B

SREZIE NI T B & OVFaME AR O RHEI L R AR AN ML 22
RELE T 2 &GO GHRE R TH 5. SREE (B
MEALEEHR) 1cowTid, ThEEolfibtonT v 7+
WV (TGFB %) ML T H2HHEHPMIFE S NI
B, RS E e R LTE L FhE, IE
TALKRDSHE G S B R I ES SR S e v
STV EEZOND. fitoT, IHEHEDTIE
T AHHIHD HIIEMRICT To L ) BRI CER$ %45
T HICAEH T AL EESAE L CTE . ENTHS
M o725 (BIZATHHMAL Y 7 F v o) 2RI
L7 3H OBEBII TN R Z 72 2 h o 7.

F TR AL, AR E O 2PN A N R <
SIEMB 2 S WMENLHTFTHY, bbb
TV HARMIEE LTORELIT TR L, &, 2%,
Mgyt~ b1 v 7 AEFE, fibroblast growth factor-2
OWHIELF RERREDZ MO N TV BHHNA <~ —
#1—, pentraxin 3 (PTX3) (ZFH L, SEZIEDHRE
B A EFREBREL .

F97, GREZAE 175 B &l AN 19 B2 xF g1, M
PTX3EE % ELISAILICTHEL72& 2 A, PTX3 B
FEIZAE R NICHARTHREIETHBEIC LA LTnie, &

12, BEEHWAE DR T, MERHE TH 5 FREEC
BAREMT R IMEE A AT AP CTHBEIC LA LT
B, — I CTHMEILRE L oI N7, &
512, TIREEARIERER] 148 B2 oW T, ROC M T
FROFIREFOFHIEL FMWL H 5 PTXIRED
Bh v A TEERDT2HACEIMLL2E 2 5,
PTX3 iR AT WEETH RIS RO FIREE AR D
EALTWA, 2oz ks, PTX3AIREICE
Do TV REMEDRIE S 7z,

ZOWFEREL 720, <7 AOFHEEIERA S ol
BNz BRI 7 % B9 % in vitro 7 v 2 A4 &
WT PTX3HWIMO B x et L& 2 A, PTX3 @
WX MENERIT =P AERIKT L7z B
A s, PTX3 MR B WIS RETRICE S
T2 ReEDE 2 b he.

PTX3 #—fl& L TIRRBICBI A EsEMEt LT &
oA, INEESIREEDL LT, MEHEOH
BEIERCHE A HANICMIB T AN A A= —L LT
HFHTH D723 ThL, EWHROLGELHE DI
AR % I 2872 e ip s & LB T & 5 1] hig
BEMOTVWDILEEZOLND.
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H Ol g H R - (v MUgE) 2 v 728 2E G

AR

JC

H AR BERRAIEBR G R

AIEEERO 9 B, FFICEIIRREILIC X B 58ET %L
MAER L DRERDE C, TBEAL IS &l
EZIRT Z L b RERIFEIN TS, L LD
LR CHIEBIRTALIC X 2 B IHEZFIES 5 &, FEM
T TORFM 2% &R LItORENE§ 2 L I3BUES
TIIAWREE SNTE 72 &) DUIERGENFHIRE -
PRI TV — T W% SN 5 T 4 IFHGETED T
IBciEEs % BF 76 L 72 RIMBIIREE B EF A% 7z, K
D72 BT LATE gL —H bR i
B9 5 2 & 2570 HEE L U TAMZE 2 A
L7z BIRBALOKE HEZE R N5 ZOHEDE
AR ERRE & D b P RAVES, EMHRRo A
2RO, ATV M EOWRABGEE WPl
LAWMRELIRETH ), A3 HORLR 265
LT, HHOMEZMH L FEREO T RIS
L7z, ZHIZHSORIERE 2 f R BRIZHEH LTI
I8 & QIR GBI & R E T & 2 W 2 778 CTh
5. PEREREO D LR TR DR E ML 2
MW7 FZE TREIIRE L Z R E LTB), /=X
VEZZE L2 iPSHIEHITE 2 E~FERT AR EHA
PR OIS THIZERFE 21T > T b, HARERKS
PEBRAF AT 14 4R R PE D 5 BEMIIE 2 1 L 72 1
BERH R L T 72, OB R FEIRER
WRTBTH Y, BEEFRER SHIICT 2R 2V
W R ICE R HERERZ R TS L%
FEMRE LR 2kl L TETW5.

KREERITIEN A OFFFET X & mid, B2 fvg
F23H S VY, BEH S OM/MIE RO RN T
PHRHAL S B LWHABEEORKTH 5.
AN 2 & LT, BRINE & O amgrd il sz
TOUERCTELHM LD 5L, S SICHBEMEORT
TEERAT O 720 R AT 2 I TE, (MREREH
(BZRg - fiA NS CORF L MERR, RITERGR (3
Fll vz R A SO S X 2 BRI AT ), i R
b (BEEZITDEV) ICRELTW.., RkoEHEL
L TR EAAE 2 720, £ ORiZ T Iz
BTGk CcHh A, BICTRLAMELT, F
HEE GREORIE) 2 AREICT 5 2D RF A
FRREWEZEAT & L FATZE L, B O H kP B R
TAARE AL % LA AR, BRI T OB
IR S 7. o BT FICFER)#E 1% <,
BB e B THED T D TR eI WO TRV
D, TFIL AR T OB RLAD b, 2 DR # TR~
M5 F TIAT o TEZ-FHEREREM (EERHE) Off
JERE R BB E M S NAERIE L 2 208 LVELD HLA
ELTHERMEMNTICH D, RIEBEORM7EIEH
LD 7d121 [FHERESORZEMEOMREICHET 5
e o IR R R e o O . L = e
BRROT R dl 2, MAERBEREZRESTO 0 b
I — VKRR, BIREAE R~ OJR I & 5 T LIFZER G
WCE o7z ARG T T T2 BRI L IH#E
DETNELDL I LEMEELTHIEZ#TTHh 5.
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] 22 X PR A 28 Bl s B R &
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B AR IR
HRBERE R K B R B PO R 2753 B

EVERE R R L, KOl S 584§ 2 RS T H
D, FIZT AR M FEBHRIAED O HAERITTERE
T4, BT THYBEDOT ANZ P EHBELTELA
HTiE, SHFTEIREBDHMT 5L PHINT
BY, F-Z2o0MEMED EDHEMEL o T,
B & 27, BRI B IR LS BTl o (1
B RN T2 %4K) EGFR #ifa FERIRFEIND K
FGAN—BETHROP->TBELT, ABEBICBITS
BIED AN Z XN 0H o TWirw, E-HUENHE
(&, BB L7SWEOAFMHETH D, FERFEIZREC
AL 2> TV 2 D% L, PURANGEICHS %
R VOPEETH L. HREL U THERETEED
NAPMLFEFPE B PRIEL LTRDODLATWD
W5, 30% FEORYFT, o PAEIRETHYILLTL
TV, TOHOBEHFIZEBE LTS, XoT, FHEOD
WD 72OIIIH LWARREOFEAD A A = XA L%
D12 EAMEER T ERE L, LTRSS
BIZFBBEORIEEIT) 2 &, S HITAREB D key
drug TH B XA b L ¥ & FOMEEMZ#HLZ0
Wik ZAT) S EWULETH .

X o TARIFZED B9, 1) Frsi vk a5 v sz 1 B8
BETOREZITH) T L, WIZ2) RAMLFEFD
de novo B X OEFTIVERAE BB L 20wk %179
ZLTH5A.

1) FRBHMESEEREEEFORE

15 VR s i Bz B AT Bk & D RNA BREX L, Next
Generation Sequencer (NGS) % Ji\ T %17 - 7-.
Exome sequencing, RNA-Sequencing Tl 1 fla#kIZ
large tumor suppressor 1 (LATS1 #{n¥) & presenilin-1
genes (PSEN1#{5F) 76 7% ZRiG#EInT (LATSI-
PSEN1) %% [ % & 7L 7=, LATS1 # 1= ¥ 1 Hippo
pathway D EE LN T TH 5. ZORAEET X
LATS1 &1 O # ¥ 2., Hippo pathway % ¥l 3
5 Z AV L7z, Hippo pathway D& AL AN 14
SN, MfEsEREE A4 %2 2 3. F /2, oncogenic stress
W&o THOIEHAL L, B TR % b DM o1,
Azl ET L. bbb, EENH Y 77V E LT

¥HE9 4. Hippo pathway OFEREARAIE, Mg
FHECEMBEICRD 5N, Lard, #EMEIC epithelial-
mesenchymal transition (EMT) ##&Z L, ik -2
WiEZ =, PHROEAREZEL. o T oGHEIR
TOWEEZWIZ L DL ETH L. S5 ITEMNR
R ISR 2 R L, A BT OBIEE D AT L
&A%Y

2) NA ML F 2 NOmMHEZ AL 2 DRk

HEHN T 1 — W9 de novo TPk & SEFST V2 500
ML, RA ML L FIZEREETHY, B
JBEHr B2 720 C 2 S IR iR C A AR TH B, il
SRl Bk o #eEt T 1% Thymidylate synthase (TS),
Dihydrofolate reductase DHFR, Glycinamide
ribonucleotide formyltransferase (GARFT) 7z & DAY
WEEFZ DORHDTE AR o TWi22s, AR TIEHE
B holz, EoTHLOH LWIEA I = X4 %
FETAHIENLETHD.

de novo MIEDIFNTIZ BT, 6 T s v Bz JE
BofkX ) RNA 24 L, Affymetrix ko~ 707
VAN 24T 572, 2RI APLEFERIZES
MR E R 2 AT\, SRR 3T AR e L
7o. N ML F b PR, RO & £ 128V T,
BETHBZM L, BHEOKREWI10EET 2
L7z, Z2oh Tt b v 7 2D12TH S
TenascinX (TNX) #1124 H L7z TNX (i 5
TERHIHIN - CTd 5 VEGF-B &4 L, 55PN
DY A RAE S, BUEEOEBICHEEG T4, 35
12 TINX A AR 00 22 N SRAT (2 C Bk M s v iz
MR R SNEH ~—H—L LTHHT
H o7z UKEE 92%, JFEEE79%). TNX #Hin 53
PR THE L Eh oz, S 5ICAMIEFDOIH
BEZ DT EDNNRA ML FE D de novo MHPERRE
RO EeEEA D Y, BRI I HEREARNT 2 ZATH T
5.

F RO BT IC BV TIIBBORA MLk
PRSI EZBL L, NGSBX O~ 2707 LA %
FCTR L W SR oM HEE L Tvw s (X
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CEENE ()

PAG DRI 1T o8

g

85)

1 Ig s e N O

INEAS A DRI AKNGEE (SRR,
GERREHE, TATGHE, MR &S A G D
B TTHObNELHITRY, ZOHFERBIIARIERIZIN
U7 S ERCE L Cidkk 2 ZREIEH A2 S 1,
C OEIWEM 2 8BI8T 5 720 DRI KL HEETH
5.

P AFIEIR D BEIWER O — DK EA D 5. Kl
JEEEE DO ON RO AZ A L, HROBROK
T, FRC KB RERENELLZENHL. ZDX
I T LIXEED QOL 2K F 38, HAICL-> T
BEOBGYEZ G0 LIGROWTICR S, 20k %
Z L O REBEEICN T A LRI EETH L L E
ZTW5,

CONEDTFRIZINTF T AL v & Ta 7)) J —
WEBAHCONDL Z EDNL Vs, UEFCIE 20413 &
A5 PAGHE (Fa~<xy 2% RKSTFLIY V2T
o4 FGY; 7UFVEEF M) 7 2A0EH]) = &k
(BWRERIIRI T 2071 TIT> T AR, PAGH#
Bille L C LR, Buas ARG b o) R IR 5 oD 76 R A
PR L TVBZLEELTWD. LaL, 20X
% PAG OX)ROERERF OFEIEAHTH 5. Fkx
i, COEHBTEZHS ML, PAG 24 H %
FEELTIRETE LWL EZ TV,

PAG W OIEHBET 2 Wi 3 5 12H72 0, PAGIEHD
W THBET VY VEEF MY 7L (ALNa) ICHEHL
72. AL-Na i3 bh bR BAT O ) D5 T EW e
Dl1o2E3NTWE, £LTC, ALNald7 L N1 %
T4 7 AEH %D B E T 4 X AR OWE R HE S
NTwab. F72, Yamamoto 513 MTX 3k e s
EFIV T AL-Na i3 2 & &2 X 0 bR A3 P
SN, ZORFIE AL-Na O FR BRI X %
EHELTWwAS, 2Tl LMoz ) 7
F OIS B B FRE A (ISC) ASHREI L Tw 5
EENTWABYS, HFAEHZICHRLINHRY V5

(innate lymphoid cell, ILC), #HCT& ILC3 2YISC %
WEHILTWAZ ENbhroTE 51T, ZHOILCS
I PIRIE 3 DZALIC X > THREDZEAL§ 2 W HetEAS
RBENTWAS.

CDEH %I NS, PAG OREEEEIHIEH X7
LSA F 5 4 7 2 X BNME 02k, 0%
1bIC & 2R S OWEVEAL & A L 724825 5 &G
AT,

RIFFEIE Z DR EBRAET H 72012, A ML F
=1 (MTX) IZXBHEEEET V<Y A% HWT
PAGLEDRY R Z DL T OBH TRl L T 5. (1) #
T OB 22 2 L O RFAll & KGN ) 7B R 8
A= Mg T7 Ly MilleZz EICEH), (2) 7u—
PA A MY = RN 7HEICER 2@ & % L
Twa Thl7 fi=e ILC3 12 H), (3) #inZTFIHR
B CHiENY) 7255452, VR, HA4 b
WAV, ALV VrrryarhEER), 4) BN
M # (16S rRNA fi#AT)

AMFEOERIILTFOLHIZEZ TS, (1) PAG
OVEFBE T 2 RIS 5 2 & T, HIDSAHIERICE B
il E~O LR L L TPAG 2RETE %, (2)
T/, Mo (BEHSLRIERSER L) TOHL
ERRR I B P ik L LT PAG BRI
TE LR H 5, (3) Kl N 7O b B3
LMW A FET 52 LATEIUL, MW AR L7280
T A REORENRTEX L WYX DL 4) &5
2, N TREESEREEZEZNTVDE T LIVF—HRE
R RAEVERG R BB T & B RN D 5.

WIS F LA, A2 EDL12H720/NE
Fro M, IEPEOFHEEAET, T NRIR P O
KSR, RBLBWIRL O RAGUES IR, B4 2- a3
BOEBHEZZIILDE LBBRED ) 212 ZRE
PR=F LTV TBY, UOTHERHpHFLLETE
5
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K23 APt EGFR PUiRiG#EIZ BT 5 Liquid biopsy & FIH L 72

real-time personalized therapy

IH 8
H AR R L RV RR

d =
A =

PLEGFR HUARIZ Kb DAL 562 0 s & KR 2L
U 72AS, KRASHVZER L T A IEEICIZRR L v,
KRAS ZE SO WAL IEFEH 2 & BESHA %2 $REC L F -~
BN, FEREEPTFERTH > CTHHRBRIIERATH
LIENHDH. T, A IR O ESH RAGER
DNA ##ii L (liquid biopsy), KRAS BpA:%IKI5%E
2Pt EGFR itk & fikfidx 53 % 2 & TKRAS ER Y
O — AL, PLEGFR JURICK 3 5 2 Kiiif Pk %
BIhHZerME L Thbb KRASERIIN
EGFR HURIZ§ % 1 K EER O A7 9 2 Witk
WCHB59 5. LA L, i EGFR RIS L 2 Wik
ZHELG L 72T R COGER TR HZE R D KRAS
ZEETEX DT TR AV, M EESERE I
KRAS UAMVOZAL DS H5- L Twb e EZ bND. K
72 T3 PL EGFR Pulkse 5-Fh o B4 12 liquid biopsy % 1T
VY, KRAS U o$i EGFR Hiudk 2 Wi V255 K+ % 1
T 5.

B &

PLEGFR Uik 2 #5659 5 Kb 8 5 S JLEGFR $it
P, e (2 HaE), B58THRICRMIL %
FRICL, 163 DNA ZHhi 9 5. PE5 DNA 0% 5%
Mrix Next generation sequencer (NGS) MU digital
PCR & W TATV, BEMPEE S N2d DIZDONT
X, BRIEBZMEET L. B DNA FOZRE KRAS
VAL OHL EGEFR Huk 2 IR 1B B34 < —
H—%FET 5.

HEFTICBLONERE

(1) EREHT 5FEIEH KRAS ZRAGER D 9 HfY
90% D FEBI D ccfDNA 7> 5 % I KRAS % B ¢ &
5. (2) BRBEET HHEFEE KRAS BATEF O H ©
%9 10% DIEBI D ccfDNA 7> 52 HA KRAS A3l &
5. (3) FIEH KRAS B ERITH - T ccfDNA 75
LA KRAS S S % &, PLEGFR LD ZER) L
v, GEMRAEMMIR L D b cefDNA % JHW 72 )7 34T
EGFR R DOR R FUHEEATE ) (4) KRAS BFARI
KIEHE B E 2 PL EGFR $ifk & kbt 5956 2 & T, K
R IMAGEER DNA 2> 528 58 KRAS X° BRAF 28 E & 1L
55912 % 5. TTICMMEA A LERTIE67% T
KRAS %550 % TBRAF2ZZR L TH D, 10% Tl
KRAS, BRAF L bIERZEZ/2L TR\,

HFIh 2K

(1) ccfDNA % H\WT KRAS ZERZ 2 FI2 LY
PLEGFR VKO E R 2 SET 5. Z OFdmd o 55
THBEEOREFINCHICHTEETH 5. (2) ccfDNA
7Tl 2 Mz 9 (Multi-biopsy) 2
LI X D real-time 25 FZ WS HEIC % 5. real-time
BOFHWICED, TNE TOBFEMBNNIZO ARG T
ZWr %17 > T 7z Personalized therapy % Real-time
personalized therapy IZ#fb 3 €%. (3) HLEGFR #i
P 5412 ccf DNA @ KRAS, BRAF ZER%FNR5
& T2 RiEZ RN FIMITE 5. (4) KRAS, BRAF
UM DAL 725855 2 &8 TE N, L0
WAEEE T Z PS5 2 L TE B,
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BINBFERER

BHIREICH T 21N F v —h—AE—RbEEEL
NAFT—h——
R RN TR e AL 558 BF B ARRER
ek : National Cancer Institute/Laboratory of
Human Carcinogenesis, US
& & % : Harris Curtis

I was practicing at Laboratory of Human
Carcinogenesis (LHC) of National Cancer Institute (NCI)
in (National Institute of Health) NIH from September
2013 to October 2015.

I have studied how to proceed the translational study
of Lung cancer based on the Precision Medicine. I have
contributed to publish three reports of “Biomarkers in
Cancer Diagnosis, Prognosis, and Therapeutic Outcome
using Transcriptome array” and “Integrative Molecular
Epidemiology of Human Cancer using the technology of
Metabolome” in Lung Cancer. The work was supported
by the 2013~2015 grant for Nippon Medical School
overseas training foundation. I introduce one of my
research. The subject is as follows,

A Two-gene Prognostic Classifier for Early Stage
Lung Squamous Cell Carcinoma in multiple large-scale
and geographically diverse cohorts.

Introduction: There are no validated molecular
methods that prospectively identify surgically-resected
patients with lung squamous cell carcinoma (SCC) at
high risk for recurrence. By focusing on the expression
of genes with known functions in lung SCC development
and prognosis, we sought to develop a robust prognostic
classifier of early stage lung SCC.

Methods: The expression of 253 genes selected by
literature search was evaluated in microarrays from 107
stage I/II tumors. Associations with survival were
evaluated by Cox regression and Kaplan Meier survival
analyses in two independent cohorts of 121 and 91 SCC,
respectively. A classifier score based on multivariable
Cox regression was derived and examined in 6 additional
publicly available datasets of stage I/II lung SCC
expression profiles (n=358). The prognostic value of this
classifier was evaluated in meta-analysis of stage I/IL
(n=479) and stage I (n=326) lung SCC patients.

Results: DUSP6 and ACTN4 were associated with
prognostic outcome in two independent patient cohorts.
Their expression values were utilized to develop a
classifier that identified stage I/II lung SCC patients at
high risk for recurrence (HR=4.7, P=0.018) or cancer-
specific mortality (HR=35, P=0.016). This classifier also

identified patients at high risk for recurrence (HR=2.7,
P=0.008) or death (HR=2.2, P=0.001) in publicly available
datasets of stage I/II and in meta-analysis of stage I
patients.

Conclusions: We have established and validated a
prognostic classifier to inform clinical management of
lung SCC patients after surgical resection.

Future Plan: We are planning the prospective study
for the purpose of confirming to select the high-risk
patient who may need adjuvant chemotherapy after
resection across the countries.

I would greatly appreciate the leader ship of Dr. Curtis
Harris during my stayin LHC, and the recommendation
of my visit to LHC by Prof. Dr. Akihiko Gemma and
Associate prof. Dr. Masahiro Seike.

Drpl-dependent Mitochondrial Autophagy Plays a
Protective Role against Pressure-overload-Induced
Mitochondrial Dysfunction and Heart Failure

HARER KT wE BEER
WF7ehtiak © Department of Cell Biology and Molecular
Medicine, Rutgers-New Jersey Medical School
185 South Orange Avenue, MSB G609,
Newark, NJ 07103
% 3 % : Junichi Sadoshima

Background: Mitochondrial autophagy is an important
mediator of mitochondrial quality control in
cardiomyocytes. The occurrence of mitochondrial
autophagy and its significance during cardiac
hypertrophy are not well understood.

Methods and Results: Mice were subjected to
transverse aortic constriction (TAC) and observed at
multiple time points up to 30 days. Cardiac hypertrophy
developed after 5 days, the ejection fraction was reduced
after 14 days, and heart failure (HF) was observed 30
days after TAC. General autophagy was upregulated
between 1 and 12 hours after TAC but was
downregulated below physiological levels 5 days after
TAC. Mitochondrial autophagy, evaluated by electron
microscopy, mitochondrial content, and Mito-Keima, was
transiently activated around 3~7days post-TAC,
coinciding with mitochondrial translocation of Drpl.
However, it was downregulated thereafter, followed by
mitochondrial dysfunction. Haploinsufficiency of Drpl
abolished mitochondrial autophagy and exacerbated the
development of both mitochondrial dysfunction and HF
after TAC. Injection of Tat-Beclin 1, a potent inducer of
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autophagy, but not control peptide, on Day 7 after TAC
partially rescued mitochondrial autophagy, and
attenuated mitochondrial dysfunction and HF induced by
pressure overload (PO). Haploinsufficiency of either drpl
or beclin 1 prevented the rescue by Tat-Beclin 1,
suggesting that its effect is mediated in part through
autophagy, including mitochondrial autophagy.
Conclusions: Mitochondrial autophagy is transiently
activated and then downregulated in the mouse heart in
response to PO. Downregulation of mitochondrial
autophagy plays an important role in mediating the
development of mitochondrial dysfunction and HF,
whereas restoration of mitochondrial autophagy
attenuates dysfunction in the heart during PO.

W GABA Y F T RICHE T 2T LF I K BB

sy BN
W2eHEi% : Department of Clinical & Experimental
Epilepsy, University College London, Institute
of Neurology
18 % # : Dmitri Rusakov

20154E9 H 11 H~20154E 12 H 11 Ho 3 4 H M, HEHE
UCL #h#E A 78T |2 C AU EL R 7e 3 & L ChkgE - MBI
bHlzotz. TNETIIAMAEREIH LT, Z7LF D
GABA ¥ F 7 A BB ¥ F 7 A#K D Ca* BhEZAL
D5 % RBTHHEREHR TV 22T, 22LF V0
TER ZMEA Ca® LAV OENICHER L CHIZE% 1T - 72.
Hig L7270V — 713 Ca 4 A= ¥ 7 O FHI 45 b
LTHBOMREFRIIRSEZ N, VR Tnhniis
7o ANBEEAAEYE GABA = 2 — 10 Y ZAR— k)b - 2%y
F7 9 7% LT, #tCa” iR3E (Fluo4 ¥ 7213 Oregon
Green BAPTA-1) &#HOLEGRD 72012 AlexaFluor594 %
AL THLHT S 2 Mk sk % GABA & 7 A#KEK
FORTL—V—BMEICLVEELT, s LF VLK
LN Ca” BiE% 1 Hz (1M 1 W) TRAF v~ L
72, Ca” famdE oot EZ bIE £ 7 LT v LTl
EAERD LNV, Febtk 4~T 5 TEW L DD DR
FHILCHOEIREE DS A 28 A4 7 RICE LT % Ca¥ A4 7 &
LCRON IS BB L7z Ca® A28 7
BN, ThTE TOBRERFNER» S LY
LI 35 1EGABARIBED FAZFERITOT, &
Mg s iz Ca™ A8 7 EFH»HGTHEEZLNS.
T 7, BRAEFEMNICE 2 LF ¥ O GABA ¥+ 7 A EHi1E
JHIZHIBN Ca* R~ 7 (Ca*-ATPase) %3 Cyclopiazonic
acid (CPA) ICXYHESNZOT, L7 LTy TERES
N5 Ca™ A284 712 Ca*”-ATPase 25 5- L T2 O % il
N7z, CPA2HIE L2V FTATIEEZ LFVIZE S
Ca™ A4 VWEKER 2 RE I L7z, 272 TlE %
<, BHIRED Ca™ A34 7 BE LW S iz, ZofR
Mo, 27 LT U2 BREIC X D AN Cat A N T A
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L0 Ca” BIHDHFS LTwb I P RgEIhe. &5
2, k7 LF VIRGER - BRICED X ) REMAPREI S
OhrFlHdl, OSEECIEREEH Y, DCa™ A
A7 DR ER, @Ca"LNRVOI LR, @FDOW A
LN OH o7, THHOMEH S CPA Bl TR &
{EZ LF X BRI 2 2 Lidmarorz. B
WWZ IO D 9 B, 3HEEIEEBILEZ RS Ldo
7o, BERAEMFEERIIBWTHIBE RS RV YFTAH
Hol-DT, TNERHWL S 2ERHERIES7. ThET
7 LF VI AN E R 7 LT 2B
G. %Y GPCR 72 ® T cAMP-PKA A DAEERME2SHIE S T
Wh. LA2L, ZHoCa¥f A =T v 7 OFEGEHeA Ca*
A N7 RGHIT MNP D 2 Z DB Dh -7 5,
WONTAERE RNV, Hieet s LT v OMERnE
Tt & B 72 B8P X 5 GABA RO AR EERERE o fif ] 2 H
L7z,

AV A I AN RS T B B SR [8H o
WAVRE ] (X BBR A2 CRITINE L7z, SR -
ST IHAZ % 1L COIEHPEE R VN 1ZiIE F D
W25 2 THWAZ SIEHE L 3. &% UCL
FEEWEFEHT @ Prof. Dmitri Rusakov, Dr. Thomas Jensen
IR 2 T, Pl 2 STHIZTAN 72 2 LA CRH L
EFET

PET/MR DEHE & FRRKICH
HARERI AR gkt BAAREREA
e kEi% - Department of Nuclear Medicine, University
Hospital Zurich, Switzerland
18 3 ¥ : Hillner Martin, Delso, Gaspar

2014 4210 H £ 0 2016 4 3 H £ C "B H O MMk
BHE LW EZT, AL ADF 22— v L RFITES
L7z BIHCHG D first & LU CamSCHEE L 72 7 2 Dfiff eI
DTG - RIS - JREE O 3212517 Tl
5.

PET/MR O 3:AE )

PET/MR #1363k ® PET/CT #® CT component %
MRI |2 replace L7=Wi2% ), a > b7 A MomlL, [Hk
N4 I2PES PET & MR @ fusion #5 DI I, 7—2 70—
DU, HEOMM R EARAENS. AL, MRIAHIE
T 725 OHEE DS EE 72 72 W IE = 7 — A3E U % FAH%E
MTHolz, INEMIT 5729, PET/MR v H B i
Single-Atlas # (s-Atlas) ZJHWVTw5b. Zhid, BHEOD
TIWI & FOHE SN Atlas O TIERAIEI 22 284 % 47
IFETHS. T, WFLEOBEMIEEZIT- 72, FHE,
VOI analysis Traz=7% 8% LLF TdH - 7225, MIFHTER /MK
FEROWIHFIE T 7 —AKE L, H LR LAMLAE 2
Hh G h - 72 (] Nucl Med (IF 5.85) 2016: 215-220.). RIZ,
0> Ky REEJFEMIEEZITV, s-Atlas 28R L 72 Multi-
Atlas ¥ (m-Atlas) % v 72 WU IE 2 0 5 BEMRGRIE 2 17 -
72. m-Atlas I3 D Atlas @ dataset % F2 72 patient
variability Z i L7 FiEThH 5. ZOFEE2HVLHT,
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s-Atlas & JLBEL T, ##% 25% R iR AR L
72 (J Nucl Med (IF 5.85) 2016: 1258-1264.). Z i1 5 DIatd
T, Atlas &R MR OB KELDH B REFIHVZ &,
BRI Ao T, B RE L 2HEAMER SN TLE
W, EMECTHEWER G o7, ZOMEZRRT 570,
GE #t & L%t % 47\, Zero echo TE MRI #: % v 721k
PHHIEEZ DO WTHRGET L7z #5R, 0RO s-Atla ik & 1t
LT, 30% FREE, ARAEDMET L, BRIEDD - 7IEFT
b T x RAFIZH T RE 2 S A9R € 72 (] Nucl Med (IF 5.85)
2016 (in press)).

PET/MR o B

PET/MR #2381} % MRI component D &\ gkEE =z > b
T A MR A ME G B IS B W THH L E R
7z, 27 i OFFEHESATRHFR X L C, PET/CT & PET/MR
@ TNM Z WD K 21T - 72, &%, PET/MR THEH» 7%
TWHED A SN, HEEIRD o7 Ga
Pefad). CokEtz@EL, PET/MR O#k#a >y b5 A b
D SNINES; DR AT HEE O FHI IS H H TH 5 Hh3 555 o
720 XD RPEFEC AL L 7oA & LT, IR o U ER T e
PR O B W RE LU & 58 IEFIIT D\ THT o 72, K5, PET/
CT & PET/MR ®IEZ 313 092/098 L 1i# & I IH
{, BWRICHEREZIR O N2 d -7 Gasciefirh). 2
1, prospective study @ inclusion criteria 258k 2> 7272
DI, BWIDHE S 2 iEf A% < inclusion E N7, W
F® PET/CT DIEZHENFEL &0, PET/MRIZX 2%
BEOM EREIR LIS oz b E 2 BNz £2C, KA
IZPET/CT B HTIEdH 525, IEZHEI T Tldltw, J5
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BARPPE DL RAC 0 LT, PET/CT & PET/MR Ot
BB #2475 72, %3, PET/MR TIRBEFEHOH IR L
T, B EICBWREDNN B 5 2 L AUR S N7z GhcHehad).
PET/MR O J§4 22

PET/MR #TlE, EEE® SiPM detector 255 X 11,
PET EEDIHIC LR L TWAD, COEE LA ZENLT
BESEAEGREHE L, TICCTHEBEEA ST, 1
mSv DT ¥ THBER 2% & LT L iEko PET Mtk & A%
DG DA FE N HSHEWN S NIz (BF 1 AR B H IR
®EAT2]1 mSv BE). ThaFEiEs 5700, T4ERICOW
THEME % IR L 72 PET/MR O Wi{% o i 384l % 17\, &
PERRZE DI LT, SR 60% FEEESEH 5 51 % i
FTHHENURETH L HEER L G, Zhick
D, PET/MR AL, BEHEBS T RIHIIHVLR TV
CT BA D 1/10 FEEE O WM CHAATH § 72 SR 72,
AN - FEAEEY - 2 RERERE R L, it
KTHIUTHIRE DR S SN D AHRERIZ LT b #is Ok
KBHAEFNS.

Ea))

PET/MR I2B1F % LM 72 X research LX)V Tl
I ERPEATOVT B Y, B E oMK E L D
EEODOARTH L. FERIGHICE L Tld, MRIOFFOEW
BRI N A MNP BWREONM LICFE ST 2Fh R s
7z. PET/MR TIZBBRHRIC & 0 BF I L TREMEDK
WA ASHRETH B

(RHZIIBEFILC, ZLOPOMLIREZTHET L
7o, TORERME) THEALB L EIFET.)
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a2t B 4ARHIC PAM ## 7. AChE BHE T 3%
W2 EEERL, B3 WHICHTBEREE ko7 BEFH
FI2TC, M LBRAOERFIEER) VR0 5AL TV
I THDHIENHPL 7.

E% BRHIB VT 2006 4 1 ~20154E 12 H @ 10 4F
BT, Wizt ak) v hEZ4slTchorn. Ml
ADO7=b D26, FEEOWN O AChE fH1E, AL
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72 O3EDIEBNIE HIZIETE & 7 o 7225, 132 3 Bk
BIFCHo 7.

AR i, RO PAM#5CX 0 FRIZRIFE
WL, SHEER L 7ESIO X 512, B REIR A
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P-3) v FEMEETMEETTIVICE T 21TEIEERETM
~HEFEEEEHIBL T~

BEaIReE 3 224 FRA
gk ar SRRz - #E 157 - REET
KEFIEN - Ik WF - EEETF
SH/EKX-BME —# - BREA
BARE - RARAKE - BHEEE
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BEY : EAEEIIME OBRBIIERAERD Y, a2
ELTHRESLBBIEZRT. bhubiUuIIh s 2§
N, SVMETILE (ASDH) oifiks:E LTkt
FARERIIC X % FAE A R 25T 3 2 WF5E % G L /2.
L% L ASDH E FIVHERIRICEI L 723 o h v F 25T
v, T BIEEMNC & B EHEEE, JREREO T v b 2R
UATHEERIC X - THERZ K L 72,

WREFE 250~300 g D SD 5 v b (M) ZHw7.
W AR T A B R, TSR ICIEAR 3 mm O /X% Bl
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AT L72b 0% BN, Lavdbox ikl LT
Rotarod i % FH\VATEYFERZ AT\, =FHEJ) % 574l L 72
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THHEKL 7.

BRI, JREERLOILEER L. BT T5F
TORMZ LT 5 &, BRI TRIFRFIE LA L
TV o 720, KRBT 2 2 L S/

EE - B IREEEO T v N ORFERR AR E IS
HBHOIE, HREGITHEWETRIIAMET L7z 2 &A% S
N5, SHELZHIMAMANETMEZ DNz Tw, £
BBV S NWEE, W - BEGSRE y—7 e b
R ATV, R 2ATE PG Z N2 % 7
Thb.

P4) K75~ h—Io & BOHEBERIATREOGAIMD
#E

B 3 UAREE
Tk byl BIFH - XE HE
fERERG AT HIRIET - Le KR - BE W
BERE - tHEETF - THSED
RELSH - L0 S RO M
FE OM-£& PXE-EFEE
i - E BT

Bey: K27 % —%— (DA) FREHOEENS AR S
NTW5. — BT ERAIME S H B A R0 KR
TR, UBEAMEBIRIC BT 2 bRl it & B
IZDWTHRE L 7.

MHRBLVFE  13EM DT — & X— 2 % T HIITHR
FL7.. DASAB, FENABNT BT Bifimks % i L 72,
F A AN BTG ERF 2 ME L7z -,
€, Mann-Whitney ME % Vv, p<0.05 2 H %D &
L7

R aBH 22046 Fl0H) B, NEB X OEEEZREL
SMEREBIIZ 3,046 1, 9 B DA A% A L 7=%EBiZ 160 51T
otz FEBERTEREE L CHIREEFER SO 179 B, 5
BIRE 251 BUCHIAT ST/, DA AABEOSETHILIE
AR L TR o 724, FHAERE (Ps) 05 DL Lok
- (Preventable Trauma Death : PTD) (2137252 20>
72. DA ACABEIZ BT 5 HEAF L JETCTO Revised Trauma
Score (RTS) 12137 % B kd» 72 (7445 VS 7519, p=
0.7538)

EE - 558 DA A/ AITB TR &1 7 ME3EIC
IR ONL o7z F72 DA BECII AR ERERL T A
RTINS AHRTE RS R o2 SHREEREZ TV,
MRS BT B IRBERT RS A IO WT S HIZFEEZ I
BIDTETHS.

P-5) Irsogladine maleate prevents oral candidiasis
associated with radiotherapy in patients with
head and neck cancer

LR BERHE EREAL

Introduction: Previously, we reported that oral

HEEREESEE 2016; 12(4)

mucosal involvement induced by radiotherapy is related
to candida-associated opportunistic infection (JSMO;
2011). Irsogladine maleate, a mucosal protective drug,
showed preventive efficacy on radiotherapy induced
mucositis (JSMO; 2012). Therefore, we resolved to
confirm the benefit of irsogladine maleate for oral
mucositis and candidiasis induced by radiotherapy in
patients with head and neck cancer.

Patients and Methods: A prospective randomized
study of 43 patients (10 female, 33 male) with advanced
head and neck cancer was conducted from November
2010 to December 2011. Group A (n=21) received
irsogladine 4 mg during radiotherapy and Group B (n=
22) received radiotherapy without irsogladine. We
evaluated Revised Oral Assessment Guide (ROAG) and
tongue fur retrospectively.

Results: The ROAG in lips of mouth score for group A
was significantly lower than that for group B after 30 Gy
of radiotherapy. Moreover, the score in oral mucosa and
gingiva for group A was significantly lower than that for
group B after 20 Gy of radiotherapy. A significant
increase from the data in the electronic medical records
in tongue fur was observed in both groups. However, the
score in group A was significantly lower than that in
group B at 20, 30 and 50 Gy of radiotherapy.

Discussion: Irsogladine appears to be useful for the
prevention of oral mucositis and candidiasis associated
with radiotherapy in patients with head and neck cancer.
It is expected that the use of irsogladine would lead to a
great improvement in the quality of life such patients.

P6) BAEMAZSEXURRENGRS > 2—-IC60
BMRSA 77U T 4 TH—NAT 2 A& BRG]
& ABeEEU 2 7 HF DIREE

ZERILRBESA REFAEE - 3BARKF - Ll BA
ERAK

By YbefamdEt 7 — (DT, %tr sy —) T,
HFEIZMRSA 7 M T LA 2 2R L7z 20720, 2007
E4 DS ABEBRBEEMC, EMZR MRSA T 75147
P—_AF X (LUF, ASC) ZB46L, 20104E5 HE T
1358 1 B E R 2 1T > T 7228, 2011 4E2 5 138
2B ENREREZITI e holz. £2T, Kb
7 —I2BT 5 ASC #ifB L OEEDOABRIZBI %) 2
7 WG &I, B W TG & 175 72,

WERBEVHEK 200047 H~20104E5 H (A H) &
20154E5 H~2016 43 H (B 12BWwT, AREE%
Xz, ABeHEB X OMEE K - R o8 2 0] S EE
MAE %47, ANE T 48 B LU MRSA B2 4 L
7o, 70, AZOY 27 WF-& LT, 7, APACHE
O Aa7, SEWE HE ok CV) 27—7n,
AE T 24 WER LA O FAGHEAT O A 7 & % P L7z
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R ARLtE 48 BRI LI > MRSA g 1%, A #as
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BEY): Fod X —EZARAXL B 2D F >
F GAS6 1, MifadiicifigicBi L <y, LM%
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HICHHG L TWAZ LD MESINTVD. L2 LMD,
WBRIC BT 5 FHE LTOBRIIWIS TRV, 4,
AXL/GAS6 B X O EMT B~ — % —CTH % Vimentin D
BEASBL L BB E ORRRIEENETB L OFHRED
MBI OV TR L7,

WHREXVHE 1 2001 £ 5 2009 4E 12 H ARER A
BB TR 2 W4T S 7z 113 190 0 LS i s H 3% %
Lr L7 K=Y YREENT T 4 YAy AW,
AXL, GAS6, Vimentin O &A% S0E gt 12 TR
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BERAXL B33, GAS6 B3 F 7213 AXL/GAS6 3t
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Hl, GAS6 m%EBlE X U AXL/GAS6 JL5s BB & 0 41
M (0S) BAEEIE, 72 THEZIZBNTYH, AXL/
GAS6 L5831 OS L E 5 (DFS) i A &
WAL TH Y, 4512 EGFR BrAERIIE R E T A EICH
oz,
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Z2 . AXL/GAS6 588U T MR B8 o T4 T il
=AWl RABEELZONDL. AXL & GAS6 HHZEH
DOFHINC X ) TN B E oM TR T TEETH
D, i bR O MBI AT & 2 WD H 5.

P-15) Clinical characteristics of acute coronary
syndrome patients visiting the General Medical
Center of Nippon Medical School Hospital

Hiroaki Wakakuri', Tatsuya Degawa', Taro Saigusa',
Makoto Suzaki', Sonoko Kirinoki',

Asaka Onodera', Yusuke Hosokawa®, Naoko Onodera’,
Koichi Akutsu®, Hideya Hyodo',

Takeshi Yamamoto®’, Toshihiko Ohara', Wataru
Shimizu’, Makoto Kawai’, Masahiro Yasutake'
'Department of General Medicine & Health Science,
Nippon Medical School

*Division of Cardiovascular Intensive Care, Nippon
Medical School

‘Department of Emergency & Critical Care Medicine,
Nippon Medical School

Background & Aim: Acute coronary syndrome (ACS)
patients presenting with typical chest pain in Japan are
commonly referred to cardiologists and then directly
admitted to a coronary care unit (CCU) to receive timely
coronary revascularization therapy. In contrast, many
ACS patients without chest pain visit a generalist and
may be subjected to delay and/or underuse of optimal
treatment. The aim of this study is to clarify the clinical
characteristics of patients who presented to our
outpatient clinic of the General Medical Center (GMC)
and finally diagnosed as having ACS.

Method: Data from 72 consecutive patients with ACS
presenting to the GMC (Group A) was reviewed in the
period between November 1, 2011 and October 31, 2015.
We also examined 496 patients with ACS who were
directly referred to cardiologists and admitted to CCU
(Group B). Differences in clinical characteristics between
the two groups were analyzed. Group A was further
divided into either the ambulance group or the walk-in
group in terms of transport modes for further analysis.

Results: The group A patients (age: 65+13, M/F:
56/16) consisted of 36 ST-segment elevation myocardial
infarction (STEMI), 19 non ST-segment elevation
myocardial infarction (NSTEMI), 9 recent MI, and 8
unstable angina (UA) patients. The group B patients
(age: 6813, M/F: 381/115) consisted of 250 STEMI, 125
NSTEMI, 44 recent MI, and 77 UA patients. Age and
prevalence of diabetes mellitus were significantly higher
in Group B than Group A (P<0.05). In contrast, rates of
chest-pain free and walk-in were significantly greater in
Group A compared to Group B (P<0.05). The chief
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complaints of ACS patients without chest pain in either
group were mostly dyspnea and nausea. The patients in
the ambulance group was significantly older than those
in the walk-in group (P<<0.05).

Conclusion: Generalists should always bear in mind
the possibility of ACS, especially when they see patients
presenting with acute onset of nausea and/or dyspnea,
regardless of the mode of transportation
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O THRFEIRMBLL, S0 RS E O 72 D[R Be ARt L 7278,
JEARCLSE 20\ 720 U FHIRBE & 7 o 72, RFelE, WBC 70,600/
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ZH Ex - Flftit - RIERF
FHE BB - JIHERES - EeKRE
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B 21 1 4, F 7o JREBEAN ORI 5 0 2, CABG Bt
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KOBE IR U CTEEIEIOHAM 2 M Ui 2 &5 ;%
52 LW TE BRIV E EZENFEXRT S L%
<, wbiE HEEANET LIS ATETERECLY
AT 2 2 & 2%, TSR - BEAE - ERAEY
BT A REHRECTHHE LTI BOMGTIE Ve B
b7z 0Hs L.

FERE— NI 5

P-31) HBRICH T I REBEDEE

WEBEELRAE - BHRIE - RFEXE - HFARER
PIESLR - KBS T NN

WEAMSIR BV & EIE*

B&Y : AMEERANERIG OB IE B B O R L 72T
BHHN TS, —)T, BEUREEYRD X912, WNE
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FEBI@ : 65 B 3AERI L D EEORIEEE A HRL
IR TYIBR X L ACC Dl & 7 - 7z. 10 mm margin C
BIEIER SN BB TH Y, MEHES. EH %
2T, FIEE ACC ol & e > 7z, HHEE2S 20 mm
margin, kb &S TEMEIEEL, WmkEETHh - 7.

FEFI® : 80 I PE 2 4EHT & 0 ARG oS E &
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