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Mechanical Simulation of Human Using Finite Element Method

Masataka Akimoto
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Plastic and Reconstructive Surgery, Nippon Medical School Chiba Hokuso Hospital

AR & IR E JEE A NER IS EI L,
NEIVN GRS 2 WA 2 A B, &fkzE X
HHEBNE LTIy a—¥y CINAMEHETH 5.
M, B, R EERTRETE2H 50 L
R RN CTE B LEIZRZFEEA SIS S, AT R,
ALIMAE 2 EOATIIBH ENTW S, FAl, ZoHEER
MEONTFW Y Ial—Ya VIZRHATE AL E
A, BRI TR ORE 2 e BLGIR LUCABRE RS

X DIRNT 2 AT & 722 BERTSEC X 0 RIS I @
TV B HOTHEALR TR TORBELOTFH 21T 2
EWTEDL., ARTIZZO—HZ2RBNTH. ZOFNTEIZ
I 2= OUENPEINE LD ST, BREIDIL
HPHOMRHT 2T T EDTE L. TR AKORERE, ML,
ERRIBE Vo 72H LW A EMEHRZFHEICI > THL R
WKTAIENTELTHAD.

HAEE  AOTIET T270-1694  T-HEULENPEHIHON 1715 HAER RS T 2L bR s B

E-mail: akimoto@nms.ac.jp
Journal Website (http://www.nms.ac.jp/jmanms/)



HERESE 2012 8(2)

73

X1 #EEICBIADTIRED Y I 2L—Ya vy
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1. Akimoto M: Analysis of human pressure ulcer and
cushion pads for its prevention. In Finite Element
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Analysis (Moratal D, eds), 2010; pp 237-250, Sciyo,
Rijeka. (ISBN 978-953-307-123-7).
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9. Approach to Respiratory Disease with Bronchofiberscopy
Lung Cancer and Genetic Diagnosis

Rintaro Noro, Masahiro Seike and Akihiko Genma
Department of Internal Medicine, Division of Pulmonary Medicine, Infection and Oncology, Graduate School of Medicine,

Nippon Medical School

BIEFZWICE T 2 EERLEE

WS OF Lo TAWEOMSIC XY, M iE N bERsEZH L 7.

2004 4F, Epidermal Growth Factor Receptor (EGFR) BInT AR %A T HMifild EGFR Fu ¥+ —¥4f vk
vy — (EGFR-TKD ICEAEKZMEET S I EHHRE SN Z0HO EGFR-TKI & 77 F F b &
D T FHERERICB VT, HIGIRICEBT 5 EGFR-TKI O 4 H kA0 5, EGFR Bz ZROA IS
WZTRIEDHERE S N A TIRT, AT NN (NSCLC) OB A F I A4 Y SBEil o7z,

EGFR BZTFARMNEIC BT 5 EGFR-TKI %)% 134 80% TH 5. L L, B1DLHIZFHL Eofih%
ROTAEBITD 10~14 H HIFETHMAL LIESF O R EZ KT, ZOMWEbo X 7 = XA & LT EGFR #{5F 2 K
ZEE (T790M Z5R) % MET BETHIBOMENE 2 S Twa, LR D 720 OFME (re-biopsy) D =—
ZNEEND, BOHEDY A7 R BEOTEREE 2 5 &, BRI LE FHT L Lakdoh s,

2007 4F, HAA NSCLC ®#) 5% I\ anaplastic lymphoma kinase (ALK) BU&BIZTARO LN Z &GS N
72, TO ALK BABETRZEOZOORETFHEIHEL.ENO20H Y, ZhdE AT HEHIE ALK BHESR ISR
TLIEFWE SN TS, HTIE 2011 4212 FDA CREIEMESER) [TKRINTBY, KITOREIF:
hBEZATHA.

MET BT8R & %2 EGFR-TKI O thfb % k7= 39Ef <Ik, #5011 MET #IZ T8 % A 3 % population
DBHODPLODHELELTVAEZEDRREEINTVSE., TDOIZ Lh5, BHEIC fluorescence in situ  hybridization
(FISH) % \C, MET #{ET-HiIERe I € =% #5 2 L1d EGFR-TKI Ol b FIc o235 & & 23 fifE &
NTwb. F7: MET &SI MET A FHEERIN LCHEHTH L L) HEP LI NTED, EGFR-TKI
i AL D FERRAN ORGP S hTw 5.

Correspondence to Rintaro Noro, Department of Internal Medicine, Division of Pulmonary Medicine, Infection and
Oncology, Nippon Medical School, 1-1-5 Sendagi, Bunkyo-ku, Tokyo 113-8603, Japan

E-mail: r-noro@nms.ac.jp

Journal Website (http:;//www.nms.ac.jp/jmanms/)
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K1 (A) EGFRFu¥ ¥+ —¥4 vy — HEN WEBHHL ~ M7 v Hlifgs L CT
Wi{% (B) EGFRF Y Yy dF—¥A ¥ — HEE=HIHH WEHMEL > 4
Hi{%35 X O°CT Fifg)

EGFRFu Y vy ¥ F—¥ 4 ey — 510X, EEOMMNESRKEES X ORI
KLTW5.

REZHREE E - BETFEW

INSOENRTORFITIE, PR RABRARIMZ, WO EZ W B 2 58 LHEmAH Ak A
L COMENTRETH 5. [E LA L 2 BREMAM, SELRGEB L OBEEAT A T V3 Eidm
(EBUS-TBNA) 12X ) ik % RIT %.

9, BREL 2BARIREMRE S350, MiRoMeZM i1, ThDA okt EGFR @z TR
LOMET #EZTFHREH® 201250 L, MIAENICRET 2 (R2). MEMRISHRI N EET (B3), A
by 2 SNTOLIRPMARE 2213855 7 1 VHEAR XY, PNA-LNA PCR clamp #:(2 T EGFR #5 T ER#ME T
5. ZOTFETIRIEFHIE 100~1,000 I LT 1 EOBETREFOD M EMET 22 i TH 5.
7o CH B T790M RIMTEETH 2. ALK BAEHEEIZ T, /39 7 1 AR 2w CofuiEgf
EBLOFISHEC X DRMTWTEETH 5. MET BEFMTICEL TIE, 87 74 YUY FRRESA TV IR
BEHXRE A AV C FISH #:12 & 5 MET #fx TR a € —irrit32 (K4).

EGFR-TKI Iz, Crizotinib % MET RHE# 7% &8 L WA TENEOBEEICHEY, R3O ATF20 LS 41
AMLIEHROT VT AL 2 ET DI EHNTE L. GHATOBAEL? S MET #ETHIER I K252 L
(2 & ) EGFR-TKI O AL FHl & MRS HEIC 2 25 LI,

0 &2 1 HOFELHERAE TH O NBED SEHOEREZE < — 7 — oM %217H 2 & T, LR
NOBENIEN->TL B Llbhs.
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REREEA

e AR DTEEE
SEXRSEH: ABRRES LU ThinPrep CRELTAHBRRE

(PR BRRFARE)
RSB K REREE)
EML4-ALKf&#t EGFREBIZFERMT  METREFEF
(EREAELEL LUV (FISH)
FISH)
¢ Bt [ l )3

ALKFAEE  EGFRFOVUXF—HEAUEES— METHEXE

2 B MEBLHERED T IV T A L
JHBLES W 3 E L 72 BB T, EGFR Bfn 4%, ALK e iR Er
BLOMET B FHIEOMN 2 ED 2. FRIITIZME 4 O FHER
HOBGHIEENLTHS ).

4 MET #{z¥® FISH

(A) Low copy number
(B) High copy number
(Genetic Lab ft &  $24t)
red : MET #fzf7u—7
green : CEP7 7u—7

HEKRE S 2012; 8(2)
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MBI T, 74 P 7Y — ViR

L 7 ERE 2 R 3 iR Ee 2 7250 %

[IJES

FISH positive : High copy number : red signal>4 3 & 0¥ Amplification : red signal/green

signal >2.
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1969 4F 3 H  HRRHIKR S PR L5000 Fl W B Al 3 1976 42 4 A HARERKFHTF

(L) 19784E 6 H AV TZANZTRFN VT TV YA
19714F 3 B AR KRB T 22058 BRI FE TR % (~1980 4E 5 H)

LG T (L) 1978 4£ 10 A &+ (RAFHIKS)
197448 3 A RS PeHE T4 78R 134 19884 4 H  HARPEEFRIK N

HALUHE T 1991 4F 4 A HARER KB
19754 4 H FUAGH R 42 31 1B 78 By 32 5 iF 28 4= 2006 4F 4 H HARERRS#IZ

(~1975 49 H) 2009 4F 4 A HAREFLKRZEH AT EML - FREBEA
19754 9 A HARHAKZEKERLRY HARER K EF#E (~2011 453 H)
19754E 10 A H AR IREL S 32558 B 20124F 3 A HARERLKZ:EAE R

(~1976 4 3 H)

ELHEMEH

GRY/LY/E S BN A

R
HAE Y er 2N R CIER = =2
H A B2 2% HAEYHH SR
HAMBEE >R
% H

20004 7 A & 5 Ml H REFFKZBh# Iz # &
High Impact Factor &
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FOWFEIT AR R F I T 225 4 E A ORENIED IR T - 72, ZEMZE CHHESFFoEIEE=E (EhhH
) AT, ZXTH > TWE L DT =< Oh» SHRIGGZEA L. EGHRICEIRD D - 720 THEY Y
HEBY, TORTLFAFI v 7 RBRTHLHRWIEOMEE EAZZ. Dok, BRHKRZERERICER, A
ERFRZICHIK L7225, EWoOERhHELR T AV F =R ICOWTHEKREY b 5, EISHRIGHO 5 THfEIC D
WTOMIEERIT - T& 72, TOMIHERA RWITEZAT - 7248, & 2 TIEHWIGHEIZH > THHIZERS.

1. 3F 23 FOREBNLE

IR AR, KFRE, SHICIEIARZIHOTHS LIS OMOMETHS. BEHTEIFT I Y T745 A2 b
ETIF T 4T AL M ATP ONKGIHRIC L BALFEIANF =2 o THWIZHE D Fo T L TWw5. £0
WY OSTHEEMNEST 2720, I3V UG TOI 70k 2T 2WHNZTEE LT, bhvbhdiiik
BIEHL L, IV U0 TFBT0F 07472 MERP RIS 5 L &3 T s F 74727 M E%E
ATP OIARGROZ AN T =% Mo THDLZENEZONDL. ZLT, TI72F V745X METF VT L5)H
W T WA 72O MO L ARE 50T, BREHLEE A7, &RE LTHBRIER L ) BOiifz 50T
BwheEZT, BEBERERET2EREZER L. ZOBBT, JEHEEH £V B TR B2 A Bl
54 348 & N (Hyper-Sharp &), FOMRHTICI v ¥ a— 7 2 W CIERIEOWBH R 2B CH 2 RA 7.
BEELE e T 2 DIZHL <, MIETE 70X, REREZRZT, RECHDTLLHBTHH-72. I70%hT
LARVTH D EZRIBEL7Z2OEDNDONDS RN TH Y, ST X2 HWTHEMEE T ToToB X xR+ 5
WREDEAN R BRIDZ L TH o 7.

2. FIFLDIZTAT—2ar

AP E WD THS 2EFE LT A T NZTREF Y 7502 A a2 WA 287 14
Bz 7+ V=7 KFEICELN, 2483 7+ V=7 0BHES0 70—y 2B LRNTET, 24
BITEAE L7z, ORI HFZeiT o L P38 F o M. F. Morales #4%1%, 7 2 V) A R7 77 3 — & B TH W%
DOMFIHEL TH - 72 D F T, R T 2287 BOWHMRIC BT 5 I 7 a RS2 b2 iR 5720005 L LT,
TIOFrDTIITAYTF—=ay (WL L7z, 330075725 =33 v TiE, ATP KRG #
DOBFEN L 7 7 F v L OMEMEAREREZ L2885, IA T VRALETHALT 74542 b E2RT AR LD
W, ToMoTaf G kEDT7 I 720 (i) 20060, $§TICREGZERPELOA TV, £h
N LTT 2 F 3N ERT VNI ET, k2D o775 7 AV MBI LR RERETH - 72, FOHZE
D—ERELT, FV—TFTHIELZT I AEME D MLABMA ZRRYICT 7 F R I+ VITHEIET,
B OFERMER ATP MK T 2B EZ TN, 7537 AV VNI TET 7 F VY OERTDOIFT v DM
HARHICH T 25 2 AWM E DR 2 5 < OIZHBR L 72,

3. HyperSharp &M Fa1—4 - 32— 3>

Yl U T BRI LT b LIS K IEH W O FEBRIFFE 2 1T > T 7eds, %R TlR2 X912, YR 2 A
RD7=DIZF T 2 —F ZHOHERIENLETH L L E R, FHENEIIBsTwo7z. 7§, T, L
FL® Hyper-Sharp BIRIZD W T, RFERKA L IEHOFEDar¥a—% - Y32 b— g VIZX BT 217w
BN L7z, ATP OIIKGIRIAED) IFA T 77 F v L OMEAEROELE R EDBEENLEHETH S
ZEaRLT.



HEEREZEE 2012; 8(2) 79

MEFESY 3 OWREDNE L o720 T, WEKFORME KL H W2 ST RED S ERERBZ A LT
FHRZFHREF ¥ VS ZAOKBGH A S 72010, ELilSY IV HOWE 7T 7 I L% L7z U Y v —
THoNECAY aVHICRBEEINTH 270 72X 0 WBETORWLONTE, fEEH-72. Zo7n
T AERERERIGERE Yy — o2 — AR L A, REMEE 2 EOEEOHRE Mo Tz
F7=.

4. 3A4 22 ATPase DEFLEWE (9FHER)

IR D FREIC O W TIE, £ OEBITZER AL % SN T, MBIHIZHEATE Tz, BOMED /-
DI, FTEES: R S X 2 ETICEENLETH L L2, BETLFOEMEDO WCSC (FARHFHE R
VY= T A) OFMBHECHEDY BB SIFANITEZ T -7z, ATP ARG HROMPRELRL T £
LNTWA, HATD ATP 7H U 2 EATEI XYV DE—F — F XL ¥ Ofs K% % Protein Data Bank (PDB)
PHHET, ATPT7Huz, MgA 4+, FYoBMo7 I JBEFEMoKkE2IY L, ATP 7+ a2 % ATP 12
Bz T, EFVEREol. ZLT, ZOEFIVE 2ODB;IINT, &4 &R0 RTALFFE 21T o7, SO
eIV T T T o7z XY a v OWRBICEDLE THTFHEEO/NEGTOU ) ML 21757225, TOEIZIZ Y ar
DWREA LA TOTHFZEIZ 0% 4 XIZT B2 D TE. FOMKE, MgATP EOUSICEb L 71 Y T 1
THFHE (BFICEAENTVESTFHED ) bR IAVF—OEVIERPETFIOEA SN TV R WS TiLE
D) BHIRD I ANVF—DRVPLE) 25, I+ Y ONKGHORISHICEHNS ZE 2T L, ThO 05 TilE
RBROBLOMEN 25 ATP MASRODNMYBFLIZOWT, KHafHT, EF8T2IENTE. HRIGHICS
\} % mTALERIEOAE D TH - 72,

5. 37432 ATPase DEFL¥EHE (QM/MM %)

B, XY KRERBSZUIHL, QM/MMEI L A% %17 > Twab. QM/MM # &3 UG 0 #5131
FRISEWS 7208 T % (Quantum  Mechanics) 12 & 24 FHLEEZ W, B OKESEEHEEICEHOL
VIR X B0 F )14 (Molecular Mechanics) Z V5604 77 v FFRET, &% QM TR 545
FHMBEEL DT oL RELRERI)ENTESL., ZOL, RAVarofRbHiZ, FLLEREL-YHERZEDOE
HREI Va2 =8 2 HWT, NV arzHws I b RELREFRICL TS, BUE, IAKGEOBRZ BN
DHBHEIATHL. BEMIZIEZ, PDB T — o268 0 L7226 & 2 & BUSHT Off 1 & SULHE OREE % i # At 7
EWlLoTHT, ZoMORLREEEZRD D, ATP DfLFEZAVF =PI L TIA T v OfEZ LE T &
L, T7FVEDHERITEN S THL ORIV TOSTHEOMITIZINT TOMIETH 5.

HEE TIREINR VDS, Y T Y THITRLEHEBFANRICE > TWH 0T, EEEATTOHHIRL T 5Nhb
ZEIEFENTHB.

ROWFEEREL, DN ONTE, B, RIFFEEOME, KA, FHANOILFENIEE, K¥OH
BBl A, &, #FETHD. BEIEHBPLEFS.
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Direct Fluorimetric Measurement on the Hydrolysis of B-
Naphthyl Triphosphate, a Fluorescent ATP Analog, by
Heavy Meromyosin

Change in the Ultraviolet Absorption of an Adenosine
Triphosphate Analog, p-Naphthyl Triphosphate, during Its
Hydrolysis by Heavy Meromyosin

Local Migration of Myosin in F-Actin plus ATP Solution on
the Boundary of a Diffusion Cell

Diffusion of H-Meromyosin in F-Actin plus ATP Solution at a
Very Low Electrolyte Concentration

The Reaction of a Positively-Charged N-Ethylmaleimide
Derivative with Actin and Myosin Subfragment-1

An Analysis of the Hyper-Sharp Phenomenon of Myosin
Diffusion in an F-Actin/ATP Solution by Computer
Simulation

Measurement of Concentration of Calcium-45 in Aqueous
Solutions with a Silicon Photodiode as a Beta-Ray Detector

Molecular Orbital Study of the Interaction between MgATP
and the Mpyosin Motor Domain: The Highest Occupied
Molecular Orbitals Indicate the Reaction Site of ATP
Hydrolysis

Parameters of Average Molecular Polarizability in the

MNDO, AM1 and PM3 Methods

Simulations to Demonstrate Flexibility of Full Variational
Molecular Orbital Method by Fictitious Change in the
Electron Mass

Study of Tunneling Splitting with Symmetrically-Combined
Morse Potential Model Using Associated Laguerre Basis
Functions

Quantum Chemical Studies of the Myosin ATPase

Mechanism

Molecular Orbital Study of the Interaction between MgATP
and the Myosin Motor Domain Using the PM6 Method

A Study of the Molecular Structure of Phospholipids and the
Aggregation of Liposomes Using the Molecular Orbital

Method
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FOWFZE & FRIREE & L TOHR A

RALRTE:
SRR (AL - —H - LIS - BHEEP)

CHERB EEBUREF K

60 SERIRBF DR ETEN TW/2EHD 1967 4F 4 HICAZE L7z (AF LMK, 7 H ORI F THRE
W7z)., ZORBELH - TII7T34E 8 HITAEFE L 72, ERAKRE, VR85 E (USRI HERER) (CAH,
Dok 39 4EAN#E X 72, BIEOHED T —< O —2I2, HBIEGYE D EELK T, £ DOREILE L HEFREOH LD -
72, ROMRIZZDO—RT, —ERETEILRFHREOMHIEZ ISV AHERBEO BT SHEE L TFET
Hote. LaL, BIRKFESOM 2 RIEFEIZAHMERFZ R FIEL & FHRFICERAREE UCGREL, /N
HEAz L LI EREBIIRE 2R T A LIl ko7, AHEERIMBEICHM X, WEIRIC A2 T
DE LR E S22, BLLT LHEHE T OO SRV LK), BuE#Ho2caFn-c L
FATHHIGEBEL WS, ThzBICAoTF—<i3 “ERHEY, A7 Lo/, MEE, BMEEYE
WA PRI 2 A2 Cwb 2 L%, ME~Y A ZAVTGEHL T2, “7a—J 3R THEW" B
WD EHRORTHEL VA2 D Law” EHMBEE LM% E T T, BOHiTHh LA HA"
& EWEY PP WIIRETH 72205, WRABEOFE, TunNttTA 7, 7u—FORBERERE
O, BNHEIC X 2 REOHRVEER EL LD DOEFEETIHEN, 200 L LoER~ Y 22 E=—)L -
TAVVL—=FNTHEL, ZOMFHEITHEITA~5KFHZER L TS H -7 BAOERARE, Hitdo
VAT U UEAERE NG ZERMEN S L9 127% -7z (Lithogenic bile). % & ¥ b IR
LSRR S MR ~ 7 A2 challenge L7z & ZAADOERICE Lz, AIFTH, MATH2FHDOZ LT
hotz. TOMPAETNITAZHWTHNMEEZO R TREEZME 52 LT, "BEBHWTEZE~O B 23
ZWETERDPR? EESTWAS,

EHEEZEEERER

BRIRIRIC 2 6 A LR Z 72 & o TIREIREIC L TV 72 TR RmBRAEHE RIS, B4R o FAEZ R HE
BEroBHEERIIA L. Lrsil, BHEER?SESMEEEEZTL L)ICEE b, #4RPAIHEE L.

FRE NI DOWT P 2 R MY v g v 7 R BRI GRE R O FEH T B RE X0 H L ERBRRE DL 3T X 15
i, WERBEROBAL L EE T —<ICH MRS TELZ LI L Tw D (iR, mlkbA, 1m)ikaT,
ANRSLEE, LI BA, BERATE, SATIESE, AHBAA).

FLI IS DT 1 1990 48 4 B THIO TILERAFMT (Bp+ Ax) 217572, Z0#, IRV — T4 B WEBH,
MMG i # 4T\, FRARERE - HMEZ IS L7z, 2003 IR EE, MEGAEE L HIcvwE R RI &k
W2y F AV OSEIAEREID ANZ-AERAM (Bp+SLN) %17V, St. Gallen recommendation 7 &
EBH|\THRIVE ¥V ALERE R BRI T o Twho 72,

AFHEGSE RN DT 0 1980 AL S, HILEAFL T2 MRSA B R H AR % WD & 9 12K & e
7o, YFTH, MR I3 HHICRMARTHE Y 3 v 7 ORBRILBHAETHLET L L VI AELEEE 2L o7z
BESAPHEB LA UBHE, PEIIESED broad spectrum T OEWHMIE (GNR) (AR THNIEH L I1TE
BWEoZzTiHhs, $H=1A Cefem RPuH L 1 HM2S 10 HEH L TWZRHTH Y, ZH2EISHEOK
T, ENPEHECHENMESEIL SR, iR TH 5 MRSA PRINSNHERTHo720% ZORBES LW
YU FEA MRSA OBl 2 HEFHE L 72 & Z 2 THEZMA Cefem REZMLEH L2 o7z, brH L, MWEDME
EH & W) ZBEXHTPFREIGOIEHTH -7z, FROZITFRHEFZ D T O MRSA %% 560E L7z, BRIGEIZ» 5
HRBEEZ ISR S, FAE N Z T o 2R E o EREE TH S, HUBRMEZ2 HHY 7 A
TREIATE, PO TR SRIMTFICEAT &, MRSABREHEL, HEoHI% 572, MRSA 13 MINO 12 &
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ZVEDSD 5 72H VAM I RAREIECTHFAT TH - 72, THIIZ X 5 hypovolemic shock 7 &4 5 DBERIZ, in/out
DFHINT ¥ AR KDIEE 3\ 1,000 mL/h PLEZ 4~5 BEfgke T, KA < &% 8000 mL/H #E L Tz,
C DFEBNIEE TR AT L 2 72 MRSA 61T, RIBTLIHMBTEBEDLVIERTH ), HaE (R
SWOMER) (T Lz, CoEMEZERTRAEL, FHMIIHEIIGPC 2L L T52 LT, BFTHMRSA
W7o T LA ZHREL TV ol TREZRIC, KEENFMICBT 2 FHRREEICIOWT, MidhiGE
B2 uLICHET L7, BRI, SSIAZ W ARIBR TS BT, FHIMBR IR G- TH 5 A%, Miaike]
PRI IS B O TIIRHEERE CEALE, EHETFRTIMSH»OB TULE L OFREEZHT, 1995 £ %4 WS
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EWV ) KT ET T2, BEAIN = 713 HEHR D Bassini 2% 5 iliopubic tract repair #i—mesch repair #~& 28
WL, Lapa. NV=7F4l (4 BETT) 3ERALREICEET2H8E Lz, IS FHE28mmMIciEL AT -
TIEW 72 B EIZ I EHE L BT E 5.

HR FXEBuEEEK

1999 4£ CDC @ SSI Bl A4 K54 2338k &7z, Evidence ICE DW= ZDOH A K54 V1L, ZOHOHAR
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SR ESER

ERMERIEASIER AP HFEALZ L

fak B
AN

JESS SRR SE R &1L, HRGRIER (FFEk, HER, NKMiluZ &), #EAERER (THR, BMilkR) 0%k
# - AOERREIIBWT, SBRUIRE - KEaAHE U7MR, RERRE 249 fEREIETH 5. International Union
of Immunology Society ZZE A& DM TI1Z, OT ML BN O WA ICERE 2R THAWERSE, QAR
DRIGZ R TRIEAREARE, @ZF DM & N S NI REARSE, OREROMEIREICL 25KE OaEMO
¥, BEE, HH5VIEMEORMERTRE, OBRRERORMEZRTERE OHCKEMERE, OWFRORE
ZORTERE, OSSR TWSE. Zomizid, 140 D EoBIEFRE & 200 DLEDOR L o 2R SN TW5.

S, FAE D AEER L - BRI REAR SR O 20T, MiRREFREASIED Clg RIE, HERENE
HED X SR B AR GEARLE, PURRGERSRED X BRI Y >~ a7 ) YIED 3R 2R LT, =
NODIERINPLFEAIZZ & E2BRTHRIN,

fEBI 1. #fF Clq RIBE

1 ki S HENCBIEALEE, BRI O L A/ —BEAMB L7z 15k 2 7 HRICHER Y >/ sHi g IR, it
BWNIEEEY) iR TH o7, Z OROIMEMRA T CH50 MM EEELL T Th o 72, dREOK R, #ifk Clg
SCAKIBREE BW L7z, 3 6 7 HRFICHER, RBORE, HNROZZDIZABEL T, REERET 72, TOR
W S TIRE 2 DRIE L, BUREE L v 7)) YRFICHB L0 L vz, s A 2 0RA L 72
EZARIMICIRIE L2, 0%, AT A FEOBIS 2RI L T LEMRICEEOBRRLEA LRz, L LN
JEEME T WR A, BHEEEZRD, fcr OFEAEHRTUE Lz, 4R, BUE, TR, A KRR,
) BRI L 7. R 7 7 A N —HAE T, B, TirB XORITHIEG ICHE 0N LR 2o 7.
TR TE & AFRE 2 AT VIEIRI3 S L7z, 5ipICE, SUDREHBIL, mMsaEr s Zish, 270
A FRIOWRE T 70 EVTHEREIT 20 NRIEEAEYEE L h o7z 10, OFME TS
WTRT L7z, AEFNE, WIRRORLTREAZEZLL ) A TRRICEAR, TLTHELEREREEL, Zh
5 DOMIEAHEETH > 7.

fER 2. X EHBBEANRRTRRE

HB 1 AADPOSEWAMBIL, EREZ2Z25T 5 58% %<, 37 HREICIFRNEED 7201 AR L7z, BRI,
AN, VEF7 /—¥, MEZTHICOT 2T F2ER LA Wity 7 ARG ECHMIEICRERE
iz, KBk, MIFEWRAE, REFIRE, HE - YAV ARELR 24T L L L ICHBEELR LI X BiREE
1To 7z, KRS T MK 8%, BHINE 8%, ILik IgG 287 mg/dL T ¥ T #INLEETE B MG B 1 46 & B S8 A 40
LW, E5ICHA A Y IEZER Y HUE R T AR AR L X HEAEARIIEARNIE L TR L2, 9 H i
SRR LN > 7 @ HLA BEA—3 O IE M OB AR 2 17\, S8 GVHDL EAEHIBIC A S niz2s, Bl
10 I 2 DA CTh 5. X ASHAE A TIRIE AR SIE ISR 3 2 6 CH 2 & pMa iz L ClEfsT
BROME S EIZOW TR 5,

fEGI 3. XOESHBEH v/ OT Y M

1i€ 6 7 A XEgiRE Y <7 a 7)) YIIEE R E N, HiEHyru 7)) YBENC L 5707 CRiTE#E kL
RRIEL, BYET Y bu— - FRIZERACTH - 72 82O 3 EM y 70 7)) UM TE L X )12k,
BYET Y b —)b - PRHIZE SICMERIC R o 72, 18 BRI NA 212X AP CTHETRZ B L, ZoHi
IESL, HIE, MERRRL LD, TORIIETEEAIIER - WMEABVEL, MEMNE 2 20 mEICTH
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Quo Vadis, Pituitary Surgery?

A B
WA VR

THERALTHORER Lo E LTiX, 1886 4E Pierre Marie %% 2 #]o PUSe i AN A B % ‘acromegalie” & FEOF, [d]
BHICTERADERZ RO/ EITRDENE. BE, RIZOREORETIE, TEAOHEAZEFOMAO—B
EEZTEBRTVDHY, ZOBELRE, BB KIE acromegaly (B F 2 SR E, DWICTFRARESHZ
DFEHRTH 2 LDOBMICE-> TV D, BIEKEZ R 5 T BTSSR O T % 1T > 72 ® 1 Sir Victor
Horsley Td 4. 1889 4F, M ILida FELEL THIO TP ERAMAKMES ICEEL, 5110 PHCHBEOFMH 2 LT 525,
Z DRI TREL AL TW 5.

—7, FRWEEAT T4 (transsphenoidal surgery TSS) (ZBHL T, 19 ALK A S cadaver Z W THA %2 7 7
O —F PGS NTEH, FEBRICEHERGNIISH L7z01E 1907 4£ D Schloffer H T 5. Lo L, L@idsHno L
WEAMIOMFRICEERZINZ, a2zl RAEEZBREL AP SEATL LV BEOBHVFEMTH D,
B LU TE%2 %47 L2013 1909 4F Halstead AE 2SI CTH 5. ZLCBELERETRE1910E6 H4 H
121, Baltimore ® Harvey Cushing (& EITET2*5, Wien ® Oscar Hirsch i3 &BEFA S, FNZTUREEE T 1208
EEZEEHTTRAESICENEL TWD. RO THDH, INHPBEORERE TRATHOFE N TH 5.

ZOHK 10 SERNIZEANC Z ORI TR T by, EA L CEXMETMERER 2 KT L L,
e 7 EDOERYEN L W &, HITHBOLERS o Tnien &, I B 720 bV agERiEE o F &
%5528, REOHBEDPS, KEICHEFMANEBITL TV 72 $Thbb, 1930 FEIIE T EMAREE XA
PIZBHBHTFM CHEBET 2 L 91Xk > Tz, —F, 1960 SERIC S OFMICTFMHBEMR L X EREBELEAL
720 7% Montreal O MfREIVEHE TdH % Jules Hardy TH 4. 60 48205 70 RN 21 T O BN T T AR 45 27
DORBEMSIE LM T - T, 12 microadenoma CIIE ORI  WHI A FEAT L & & 112, BIEO R
WCHTA5EEZRBL, TEAEANFOMERIEEEZEE L. ZRBIEEE FM % Hardy OFii & IS 2
ATH5A.

DPWETD 1970 ERTHE D S TSS ZATWH L72AS, B L72FHICE > 7-D13 1980 SEFEHN HTH 5. FH X
1973 4EDXFETH 1, WMMEAEOTERR, LELORZOFHzMirEE ST LI LGN LTl L%
HEZTWE, X o2 TIIEEDOMRAM E X MEBROMNE, MBFOVEMELREVPRS 20T, BEICHER
Do TEMLTWAZ e ddol. ZOHCT A%y VB L CHESHIARENICEELL-ZE, Fus
2FVEIIFZLDELDRNVEVOFEEFHINTREE o/l b, WM AREERTHL T2 ) 75 V055
ENFT e END, 1980 FICHOBENIBWTHE IR TERAEE7—27 2 ay 7 2SSz Pk, TSS
DEFILHEZINTH, BRI LOVE TR EEERERELETH 72, 251280 FRDEPIC MRIVES L,
Rt e L 2RI AR SN2 2 L 3R T RADHIRICE > TEDDTHALERHTTHo 7.

DX HICHEMEE T O TSS (microscopic TSS: mTSS) (&, M # EHBE L 220 BIRWICHETE A2 L,
fZEHEMS 2w &, HRONRICFROBARZES VW L2 ds, & LCHETPMEILKLTORE 2
HThotz. LaL, 9ecmiZEDORIORFOREZINEEPLOBILET 572012, 9 LTHMIFIEKIENE W)
RIBTZZTEIE -T2, 20720 KRERIESELABNAEEZ LZEESER FICHo b cEd, sy
3% (staged TSS) Hiki EPELIN. FNTHHWIRE (fibrous adenoma) O IXHEHELFRE L X
NTE ZEVARERKRFHE L TE A 1995 £ TIE, 2O mTSSHEMREFHEELTBY, EH5HS
1500 Pl )% LC &7z, Lt &k ) 2BMT, FIJEFEOMDIRL L WIRT5E1EH - 7245, 1,553 B,
FMIETHL, GPHERIX26% THY, EELBEELZERT I L LT RTCOFMEEET LI LNTE .

—75, PIBSET ® TSS (endoscopic TSS:eTSS) & 1990 44D H1E A S &M L, HASETIZ 2000 £ 2 A0 5
BEMICFHARBROMES R oM. eTSSIE, MEFHL Lwzoffihor ) 2y 57— a YR THE S
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&, mTSS OIS T 5 WP (|5 E5) R LR OEEBIR L0 OMIETE2 22K E L
METHE. L L, E2OHMONEGETH L FAE FREEBHOEAL LI, ZOFERMICIEN% ) OBHA
VETH -7z, FHEHIE mTSS OFREEN S, ZoFfEr ICHEBLTBY, 450 TSSEH#EWZ S HHETOF
WD EETHIII o7, HOZTHEBRBRTHLIEHEZN, EVREE, BEICFHZHE ST E W)
WNZES &, FEHHFIITENZ mTSS #1743 5 HEREEHRIZ e TSS Z RIRICHEE S Tn» L o, BFEIC
Lo THRETHELTE TR ZVWR LM TS X I 1Tk 7.

ZZT, HEREMRNBETMOMEIR TH % Greifswald O Gaab MR #3Z D b L IHHBICHIT L & b1, BN
DNBEARIEITEN TV 2 HRIRER ORI S AN 2 FHEREL T L7 Z LT FHIIHASINTL S
BEHEORT, PMBIEDN S LZ 9 LiER % %A T eTSS & i S w72 ThH 2001 4 TH Y, Z D4 mTSS i 54
B, eTSSIZ2BITH 7. Dk, eTSSDHHEEZT I LTFOmD TV - T, 2003 41213 61 Bilxf 51 B, 2004 4
(213 48 Bt 72 B & Witz L, D IZ 2006 4E mTSS @ 2 fl & wefkic, &fl eTSS Z2HMTHZ &k -7 ZL T,
WEAE 2011 4EAKIC e TSS DIEBIEAT 1,000 FlZ k2 72. ZHIZHT, HAETIZ eTSS & LTHRELDREFNHTH %
FOAEDHERIE, 1,026 I 39 81, 38% TH 5. Tz mTSS D 26% & h RREWVAS, WhWw b Learning curve
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Characterization of Drugs for Treating Glaucoma Which are Prostaglandin Analogs

with a Stem Name of “-Proston” or “-Prost”

Shigeki Kobayashi
Kobayashi Eye Clinic, Sendai

Abstract

Many drugs for glaucoma treatment have recently been developed, but prostaglandin (PG)
analogs, which are PGFs, derivatives, are used most frequently. In particular, PG analogs with
a stem name of “prost” have become first-line therapies. When using PG analogs, it is
important to understand their chemical structures and characteristics. These PG analogs are
biologically active in carboxylate forms and are formulated as prodrugs by esterifying the
terminal carboxyl to reduce side effects. The effect of PG analogs on glaucoma is determined
by the degree of affinity to prostaglandin FP receptors. the structural formulae of PG analogs
and our experimental results suggest that a 15-difluoro PG analog (tafluprost), which has a 13,
14 double bond, would have greater affinity for prostaglandin FP receptors and greater
stability than 15-hydroxy PG analogs. Furthermore, 15-difluoro PG analogs containing a 13, 14
double bond were effective in clinical studies. Experimental results have shown that 15-difluoro
PG analogs could help improve blood flow in the eye and might reduce the side effect of
pigmentation. Tafluprost has been considered the best PG analog for first-line therapy, but a
series of new glaucoma eye drops containing 2 active ingredients were launched in Japan in
2010. Each eye drop has advantages and disadvantages, and further studies are necessary to

evaluate their clinical usefulness.
(HARRERRFEFSMZE  2012; 8 134-142)

Key words: glaucoma, prostanoid FP receptor, tafluprost, latanoprost, travoprost
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D& ) WPLFEEED 720 7 v FdKFE L BHED
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xE| B A=t v. d. Waals HEEEEIRILY—
(X) | BEtERE  (CH3-X, A) ($£&.A) (CH3-X, kcal/mol)
H 22 1.09 1.20 99
F 2.0 139] |y [135 b) 16 ].)
o} 35 1.43 1.40 86
c 25 154 1.85 83

M7 7 vFoWHL MY CCR7 X 5IH)
a) 7v# (F) & BRBWEIRORS L, RPMBH (0O) THY, MaHEk

LRURAN

b) 7v# (F) EVARMICIEAKRE H) IZOWTHERETTH 5.
c) 7v#E (F) 1%, #EMBTFLVF—2HRHKREL, CFHESRIEFFICUNIC
LW COFEERYNG W (exZTFHv).
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71 A b % PG #H| O FP 22533 % B %
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Zzon", WETRIREMHE S LBLNS.
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BEEIT3 208, € LTl TIXHRERFRIME 2533 H
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b (VR VEER) BERICAT=vERRENSE
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FERDAEIIA TV REMINS D15 Y 7
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WLV AT ) H AL FDORXS = EAREZ R L

Fu ¥y F—CHEETOEEIHEEL S, FHREICR
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42"
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FOXED
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%. PGYERH # AL T % 720DI21F PG b v AR —
Z— %@L TCPCHMBHNICIYAENELEND
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J A PRERMIE 2 EHAL L, RLERLELTI
EITEHESINLY. 0 PGHADOENEHIZT
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2) 13~14 MO EICOWT—HIEA, “HESE
5 A% FP AR 2 BAIVEAS N B 5 % 2 I BUE
DEZALRHTH 2P %EDTF5 /7 TaAMED
b I3~UM_FEEESY 7 VA ORI PGHER (¥7
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Chemoradiation Therapy with Docetaxel/Nedaplatin and Fluorouracil for Patients Older than
80 Years with Advanced Esophageal Cancer

Takeshi Matsutani', Tsutomu Nomura', Nobutoshi Hagiwara',
Hiroshi Yoshida'®, Masao Miyashita' and Eiji Uchida’
'Surgery for Organ Function and Biological Regulation, Graduate School of Medicine, Nippon Medical School
“Department of Surgery, Nippon Medical School Tama Nagayama Hospital

Abstract

The purpose of this study was to evaluate the safety and efficacy of chemoradiation
therapy with docetaxel, nedaplatin and fluorouracil (5-FU) for patients older than 80 years with
advanced esophageal cancer. Three patients were enrolled and received the combination of
docetaxel (30 mg/m’ on day 1), nedaplatin (10 mg/body on days 1~5), and 5-FU (250 mg/m’ on
days 1~5) with radiation (50.4 to 60 Gy in 1.8 to 2-Gy fractions over 6 weeks). Macroscopic and
pathologic examinations after treatment showed no esophageal cancers; therefore complete
responses were achieved in all patients, and the overall response rate was 100%.
Myelosuppressions with grade 2 leukopenia occurred in 2 patients (66%), and grade 3
leukopenia occurred in 1 patient (33%). This chemoradiation therapy is effective and well
tolerated by patients older than 80 years with advanced esophageal cancer.

(HARER R FE S RHERE 2012 8 143-146)

Key words: esophageal carcinoma, elderly patient, chemoradiation therapy
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Fig. 1 Case 2. Upper gastrointestinal endoscopic examination showing an advanced

esophageal carcinoma (a). Computed tomography of the chest showing a

thicking of the esophageal wall at the upper third of the esophagus which was
suspected to have invaded the trachea (arrow) (b). After chemoradiation
therapy with docetaxel, nedaplatin and fluorouracil, follow-up endoscopic
examination revealing disappearance of the advanced esophageal carcinoma (c).

After chemoradiation therapy, follow-up computed tomography revealing that

the size of the esophageal mass has significantly decreased, which was difined

as complete response (arrow) (d)

THRHEZ FEFICRBRE L. BEICT, S oo Hil
Brtho oM LW AEIT RERT LR
(cT3cN2cMO, cStage III) L2 L7 (Fig. la, b).
JEBI 3 : 82D T, bt B ALE NR SR
T, MR e £ 58 o LB ST B R (¢ T3eNOcMO,
cStage II) & #ZMra 7 (Fig. 2a, b, c).

% &

5-FU(250 mg/m? 24 KERFHREIRINTES), CDGP
(10 mg/body, 1 K[ rGHEE) % Dayl~5® 5 HIH
5., Day 112 TXT (30 mg/m? 3 Wi AmisiE:) %
¥ 55 AbEgRL &, Bl L) U NEIIRB RO
AR R TR 5 50.4~60 Gy (UF IR ) 1.8~2 Gy x5 [ul/
H x63) % Day 155 RFEIZHIAT L7z, MRA{bs
WAL 2 LT F=v - 20T T v AR R0
&L TRERFIICINE L7z, PUiEERh R, &Y
P B & RECIST A4 K4 IZ#E L TITW, 5%
EEMRFCR+HEPSEMRBPR2RBIYFELLL. 35
A EFHS L Common Terminology Criteria for

Adverse Events v3.0 (CTCAEv3.0)° THE L 7.

B R

EHEETENE, %ER) 11& TXT 30 mg/m?% CDGP 10
mg/body, 5-FU 250 mg/m?’ 2 Gy/dayx30, Sl 2
LERI 313 TXT 30 mg/m?%, CDGP 10 mg/body, 5
FU 250 mg/m?* 18Gy/dayx30 & L, ZTihboDikik
FHE 2 WRIkid 5 2 & 2 L eflseE L.

DU R AR, EB] 1SRN, SRR I9 2 HESS 1%
HEL CR EHIE L7z R 21, 3B N
M Cld, BEEHEHZE L2 R ORHE L0, Mk
LB R L 2h o7z (Fig. le, d). &
HIZEHIRY) v iR R AL L7272 CR &L
7z ERI 3 TiE, WIRMICEREISHE L7200 EE
FEEORHRE - DGR IZEED 72, SR SRR =130
3, CREHIE LA (Fig.3a, b, ¢). BEDSER
#100%, CR = 100% T - 7-.

BFERLE, EH 11X Grade2 @ H MERIKA, JEH]
2% Grade3 ® HIMLEK - iF hERIE A %2 B D 72720 G-
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Fig. 2 Case 3 (on admission). Upper gastrointestinal endoscopic examination showing
an advanced, elevated tumor of the esophagus (a). A barium swallow
esophagogram demonstrates a spiral type of esophageal cancer in the middle
third of the esophagus (arrow) (b). Computed tomography of the chest showing
a thickened esophageal wall at the middle third of the esophagus which was
suspected to have invaded the aorta (arrow) (c).

Fig. 3 Case 3 (after chemoradiation therapy) Follow-up endoscopic examinations after

chemoradiation therapy shows that the esophageal tumor had significantly
decreased in size (a). A barium swallow esophagogram demonstrates a mild
stricture with consolidation of the middle third of the esophagus (arrow) (b).
Follow-up computed tomography shows a significantly decreased in the size of
the esophageal mass, which was defined as a partial response (arrow) (c).
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CSF #H| 2 L7z, JEB] 1 © & Grad 2071 b 4
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T IRIE ER1ITEICRTRTH42 A%
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TWwa 2L, BWmEIcxs sifEaxggico
WTORE— SNz T v, R SR CTRIEZ W
ETHIMEDDH DA, —HICIINE, B O Y
DEERICBIT2KE, BELELBZELTLILD
L Bbihs, SHOLEEEORGEIE, bhub
NI RAEE - R EEHE IR 3 % 5-FU/CDDP #f
b # 4 O 2nd line therapy & L CTHEHRR DR
HEBES IR D BB R R IUEE R R 2R L 72
TXT/5-FU/CDDP Bt - b F# ik o4 5- 55 & B
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WCEED LT LA B2 DR L LT lREE
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NEMTL7za—RAZLE Lz RS, REREE
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3. Gene Delivery and Expression Series

Viral Vector Mediated Gene Delivery and Expression (4)

Koichi Miyake and Takashi Shimada
Department of Biochemistry and Molecular Biology, Nippon Medical School

Abstract

Viral vectors are powerful tools for gene delivery and expression both in vitro and in vivo.
Recently, many types of viral vectors have become commercially available and are easily used.
It is important to choose appropriate viral vectors according to target cells and organs. In this
technical note, we describe the characteristics of viral vectors and how to choose the

appropriate viral vector to transduce target cells in vitro.
(HARBERRFEE MRS 2012; 8 150-156)

Key words: retroviral vector, lentiviral vector, adenoviral vector, adeno-associated viral vector
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BsEprZ L TELMEEFD. Fig 113 GFP it
T2 FHEABICTe M T ESRMILTH % Hela
MIBICEAL72bDTH DL, TANANY ¥ —%H]
WA Z LX) BIAFEARE, BBREL BITEHW
DGy % . FI2IDOBAR T A TR A W 2
I BRI e MRS 2 B #h 3 & Gl fm T AN
TMEETHD. EHIZTLIVANRT ¥ —DRROFEE
LTk, ebZiIELHELT, HIV, v b, ITA
LEZL OFYENRE L Tin vivo BADWHEE W
AT ETHD. ZOZLINIALNARY ¥ —idiElE

TN DY — NV & LTHEF TR, WREZIEET
BEETFBBHY -V E LTHHH SR TS,
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L, HWEEER-oTETWD, AR Y AV
AR Z—L LT, LINAYANVARZ ¥ —, TF)
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Btk A WARS &= EfRA BRI A VAR 7=
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ZNENDOTANVAICHK LB EFH->TB Y, 5
B wltfay, B, FEBUNE, FEBREAR
ElZIVEDTANANY ¥ —%RIRT 00 —F &
VOPPREEINTL 5. ATk L4 HEEHO Y 1
WARY F =%, FRNEFROTALNVARY 7 —
DOEPT, EEBEEL, REOWREMIALEND,
EDEIARELEZRIZEDTIANANY ¥ —ZRIRT T
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Fig. 1 #HHEETEANBEOILE

GFP R TS AIFRY VBAINY Y L (a),

VR7x27vavig: (b) BXOGFPZREHL oy A

WARZ 57— (c), TF /) T4 NVANY % — (d) THeLa fMifgIZ@EIETEAZIT\, 3 HERIZHGHM
BEICCGFP ORBEELE L. YA NARY ¥ —OMHIC X 0 B\ETEARE, BHPYRE LA S

HHIENVNERTH 5.
LTR v gag pol +  LTR
Retrovirus genome | —— | | - ]
CMVp Transgene
C—{—T1T 1T H 1 [ o |
Packaging plasmid Vector plasmid
[ — 9

Empty virion

Packaging cell

Retroviral vector

Producer cell

Fig. 2 L by A VARY ¥ —{E#l 75 2 3 N EREAEMIL
LMNOYANWARS =3y r =V V7T I5AI REXRZ =75 A3 FaRERCHIE
WSSV ATz avdbh Nor—=IV MRy —T5AIF% M5V A
Tz ar3hI LIl TERENSG. T/ N r—Y 0 FHBIERZ =75 X
I FLERNICRBELCw A (FuFa—3y Zilll) \CkymhffizLr ey A
AR Y —% REIZHEZDITHRST AT EDHETH S, LTR  Long Terminal Repeat,
CMVp:¥H A4 FAFOI A NVATOE—F —

LFVoONEEZTHE N,
LROYAILANYG 54—

Lhav A LRIy RO — 7% HO AR RNA
TANWZATHY, TOTA VAT AL, WEic 7o
E—-—F -0 Er AT 5 KHEBRS (LTR: Long
Terminal Repeat) &HiEEnT gag (WkEsy v /82
H), pol (Fuas7—¥, HERHE (77 5—
+), env (=¥ Xa—7), RNA 7/ & KT HNIZ
WY AEFNEDIUERIY r—J v TV T (y)

POKAE. L hEIANVARY ¥ — DR IT gag,
pol, envZ B L, NoFr—I 7y 7 FIvEHEwn
TN Irr—U v 77T A3 NE gag, pol, env Dt
DYIHB ST VEBETFEHFALLZRI Y =TT R
I FZFEKIZ Cos MR 293T Ml 2 &2 5~ A
TxrarvshHIEIlioTEREINS (Fig. 2).
F72, ZOL a4 VAR FREICEET S, gag,
pol, env ZFIHL TV Ll Sy r—T v 7Hilg)
R, I, Ny =Y rTHBIIR ¥ —TF R
I FLERICHEIHL WAL (FaFa—T v
M) %z EofIC L) iECRAMZL by ALy
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AR Y — % REICHEST L2 LR TH .
—WENCATWEER L b O A VARY & — (2138
B3 CAT1 (cationic amino acid transporter 1) %
Bpzkeyrzaruy y (FfEEDHE) L b
g f WANRYZ % —%t  PiT2 (inorganic phosphate
transporter 2) % AR E THI T AIZDE M
SSRGS H LT 7+ ba¥y 2 (WKL) L
FETANVARY F—=PET 5. b~ OMITBICER
FEATHIET Y74+ brEy L a4 VAN
27— BINTLL0%0H, v7 AR EOEEHD
MBEEYETA5E3T7 Y7+ buky L by
ANWARZ Y=L hzabuty L baofI)LAN
75— D3 ) BWIRBEREENHOTII by
2L bAYA VAR ¥ —DOfifZEEDS.
LEEIANVARY &=L, SREET 2 REICY
fuflk DNA ICHIAGAA, R HNEE T 28BS E
5 Z EATE B7-0E M & & ORMIZRHRIIC
BRI VAR ECAEHATH S, —T, ROk
DNA O#MAARIET ¥ ¥ K TbN b 720, Mg
Ak O BAEF AN EIZ & o T AAE - B4
WG EETORBAPIE SN, Bl T R
WlEEF O L, AL ) (FAZLR), M
FADSFEICED ZERMILT A LD Y ) 572 0FE
BETL. L2LEDL, Z0X) RlaodEEiad
HBwkEZOLNL T2, L havALIVARY F—IT,
L a0V 2 ORE R85 L 2B R T8 AAST
&9, MRE, W & 052 L T WlllaA~ o #
FFEAZHN TRV E W) BALRELND 5.

LFIAINANYG B —

LdotBh)~y A0HMBT 4 VAHEOL b1
TANARY =138y r—T v ZHIIRIC X b fEHIC
ERTE, BEMMROGREARICZEICHARTNG L
W) BRI A DO, HHEMOMILIC LA s T
BATERWEV)REDD L, Thd 2, 52
JaThHMRMILZIZ LD E L, BHEITELTWE
WML Y V2 SERRITFMIIR 2 E~NOL T A L AR
78 —ZXHEETEAIHE LY. v 20L bay
ANZEF I A NRIZEL, ISR~ IS
TELVOIZHLT, ehrOL TS VATHS
human immunodeficiency virus type-1 (HIV-1) &L
YFIANRITEL, FEHGEMNLI BT D IGEAT
BEThHirlvwbNTwh, LoTIZOHIVEDL LI
L72IANARIZ S —2HWwbH I EIZL )T ADL
MR ANWAXRY 7 —TIEARHETH - 7252
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NOLE GBI T HEANRRE 2 5.

HIV A2 & — ORI EARPIZIEIY 7 A0 L O
TANWANRY F— LAy r =V Y T TFIAIR
LR —TF A3 Fa 293T Mg % 7213 Cos ML I
FMEFIZCN S Y 27227 Y a v LIE®T 5. Fig. 31
HIVARZ =TI AI FERT. Ko r—7
YITTIAINE, BeEEED, MHEHIRZICLS
A A NVAFEAOWELEE PR T5201
HIVOT7 7 &4 —BIETF D tat, rev, nef, &%
B Bz gag, pol BT I AIF, reviEH 7T
A3 F, envEHTIAI FIZHEINTnE R
F—TFGAINENR r—I v Y IRV EEAEN
Ui HIV-LTR OBICHE 7 e E—5 — L HIE T2
BIZFPHMARATIN TS, EHIZ5LTRO U3 %
CMV7ux—#%—\|Z@EH#HL, 3LTRO 7 0 £ —
y—, TN —gEEEkTAZLI2LD, SIN
(self inactivating) "7 ¥ —'&LTwh. L T2
NODOIERELELDETIAI FRT F—121F SV40 D#
LT 25 A L 293T Mg, Cos MilEPAIC TR & <
W TEXB X2 o>TWwWb. Bk cPPT (central
polypurine tract) 7L A 7L —3 g YA
DEBITONREZEZBD DL EVIREDLHY, IhEN
75 —=7F A3 FITHAT A LICL ) #ETEAR
BOLEANEDOLNTWEL T2, BBEE2 LA
457912, WPRE (woodchuk hepatitis virus
posttranscriptional regulatory element) 1A IAZF
nTwna’

HIVOILyRXu—7%¥2 HIVARY ¥ —ITHIV &
[ UAREC & 0 MR ST 5729, & | CD4 Btk
I AR R M LS AR T35 A ] R 2 LRI R R T
AR & —TH5b. F72, FDRME~OBEETEA
MUFEETH D, v b CDABMY v REFRICHEFICHER
FEADPWEETH S Lo LAaA%S HIV AFRITHE
WD VEBELTETSL. LIS VAR F—D X
ICHH S r—2 v FHIBDSFAE L 72\ 72 0 4]
EBICIE T IAIRD N T VAT 27 Y a Y HPLET
»%. & CD4FGPERIE DAL~ @ B AR T8 AT
Ya—FF¥ATHIVXRZ =2 HENTW 5.
Ya—FFATLIE T OOMIBIZ 2 DD £V AHK
eL72E, —HoIA4AVAOLyXu—F|ZEh
THIRTOTANRT ) AHFFLTL 2HLE N
WV, ZOXNIC2HEHOTANARY ¥ =%z h
DEYa—KF4 TRy =), HIVOTZ X
T — 713 CD4 PRI e R R I B AR T3 A AS0] B &
AN, FNDNOMIIILEETEANTE R\,
ZFITHIVOZ Y RU—=T2ENPDOTALIVADLI Y
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Fig. 3 LVFIANARY & —{FHlFS5 A3 F
LhEIANWARY S — 3Dy r =TIV T TITAIFERI =T TR
S FZMEBICHIBICN 7 VA7 27333528128 TEENS. RRE:
Rev Response Element, cPPT : Central Polypurine Tract, WPRE : Woodchuk
hepatitis virus Posttranscriptional Regulatory Element

N —7IZEEHEZ, HIVEELOTA VA LD
Va—FZ A4 TRy F =2 ) ERHE AT, FES
HHBANEETEAZTREE 5. Blem b HEIMH
HERhTwabIrRXRua—7135 7 K74V AEo
VSV-G (G glycoprotein of vesicular stomatitis virus)
Thb. VSVGIZIL#HAZME EERED, 2, L
P ANVARHIV Oy RO —7 X ) PG
<, BEOICIDVAEZITRMET LI ENPTHETDH L.
VSVG L HIV ED Y 2 — FF A4 7RY & — 13
fa, FffE, mRfiEe< a7 »—2, BHRMEZ
EOIEGHEMNERR, WEIZIZEAEDTHL TV iniE
MM~ O BIRTEADWEETH 5. VSV-G LAt
{23 murine leukemia virus (MLV) X gibbon ape
leukemia virus(GaLV), feline endogenous retrovirus
(RD114) ® envelop & ® ¥ 22— K% 4 7 HIVRZ
F—3fHINTBY, vy 20Milas, EinEiil
OBIZTEAHEHTH L. 5%, EOMRICL DS
L7z a—RIATHIVXRZ ¥ —%fFHTHZ LN
VHEE BT B EEDNS.

TPFEIILIVANYG 52—

T AV A X EER 80 nm @ 1F 1 AR g

LTED, NFICESHIRE 35~36 kb d A DNA
B )ALy RO —TERFER VIV ATH
. TANAKTPORBTET 7 AN=F 7]
OEmEPMBETDO L £ 7 % — (CAR : coxackie-
adenovirus receptor) ZHEE LT - KT 5.
INFTICe FZIELHELT, rhBiEmEEe
T 2% OMER P HE SN TV A2, BIE—BIIC
MWHENTHWBET T ) I9ANVARY ¥ =587 57/
TANAEHERGKE L, 74V XWEIMIZHHER
ElA, EIB#ilZ HWOBMET L EBRL TESN T
Vw3 (Fig.4). TOXI) MBI IA VAR & —
% E1A, E1B Z #5813 % 293 MifBIZEAT 5 &,
BRI A VR LRI A VAR T 2B X5 2
LB TES.

7T A NVARY = 3EIT, B
<, FERZMRLIC b KA RE 72 72 0Bk 4 i 12 B =R
BB TEADWEETH 5708, JeafRicliaiEnsg
WD ZORBIT—METH L. T2, MiladEke
TIENEEEIENE W) REZRD. TET A VA
HEROBETFEIILEAEHEFEBBIO Ny =T ¥
T D7D E L DNA B OAEEATZN Yy LR
TTI)IANVART F—PRBENTNE. ZTON
77— 3 Kk36kb T TOBRMNZINET SHZ ENT
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: EIAEIB| [Teader[LUVA[L2]L3] [TL4[E3[L5 |
Adenovirus genome o [ EZATEE | T3 IIITR

P Transgene

— :: [Leader[L/VA[L2 [L3 [T4TE3[L5] =
E1 deleted vector ITR | E 38 | @I@

2B E2A/E

P Transgene Stuffer DNA
Guttless vector ITR

Fig. 4 75/ 74 NVARY ¥ —DiEAL
TT ) IANANRY & —d7 4V AWIEIZH 7 E1A, E1B #Hi%x HYO#EE T
CEBLTESNTVS., SOX) RMIRZ YA VAXRY ¥ —% E1A, EIB % #f
T T 5 203 MMLICE AT B &, ARy 4V R & RIS Y £ )V 2k T % BE5H
SELIENTEL., WY MLVATT /) I9ANVAXRT ¥ —13ik K36 kb T TOR
EIWETHIENTE, YA NVAHED T VS EPTEAEELESIN W
DA EEICOWTHEIHIF 5. ITR : Inverted Terminal Repeat

Rep Cap
AAV genome ITR
P Transgene
Vector plasmid [ ITR|
Rep Cap
Packaging plasmid [

VA E4 E2A
Helper plasmid [ [ | ]

Fig. 5 77 /BitEy A NV ANRY ¥ —L7 5 A3 F
TTRET A NVANRT ¥ —1Z ITR OMICHWEEFEEIR LR ¥ —TF A
IF, Rep, Cap KB T 2y —Y v 775 A3 F, E2A, E4, VA 2 %3
FTHANWN=TFAI FEEHIZ23M1E (E1A, E1IBZ%H) Kb 27 =
7 va v LTERS 5.

& UANAHEDY YT EPIIEALEASNE W,

W22 DI HRIEII B EEIC OV T IR A 2 E AT E WRDT T 4 IV ANRZ F —1F CAR Btk ~
LREEFED., 72 LEI A5 —ORY & — @il BRI R BIETEATE 2%, CAR ORIV
TET 22 LWL 720, IHENDIZEEST Mife (MECRAE, MEREMNE, SN, W
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Table 1 #&Hi7 4 VAXRY ¥ — DY

Lray AL LyFoAIVA 7T AR 77 BEEY A VA
AP ssRNA ssRNA dsDNA ssDNA
BEFIRAYA X % 8 kb % 8 kb % 8 kb %9 4.7 kb
o 2~ E A ANn] ny ny )
RSB (et R~ DRLAGAR) ny ny ANu] AT (—HT)
5 i L »H »H L
Sl e oz 5 L L H L

a7 &) ~OBIZT-EARFIIRNZ & pHET
Holz. TNZRRTD72DIZT 7 AN=5 UX0F
O HI V—7% C K IZ RGD (Arg-Gly-Asp) “X
TFFRRYVY I URTFFEGFAL, £ OHMET
FHLCTWD av 4 VT 7Y yRen~yT Uik & ik
LCHRBECEZTFEATET T/ IA VAR &7 —
MRFEENTVES, T2, 774 NN—% VS0 E%,
tMHROMBETIZIZEAEOMBTHEIAL TV S
CD46 # B ETH BT T I I A NV AHKD D
DICEE L7277 =B ENTVWD

T/ BEEIAIVANY 42—

77 WifEY £ Vv 2 (AAV : Adeno-associated
virus) 7SV KT A VAFHZBT A8 47kb O —A&K
PIDNA YA VATHY, TrNa—TEHTHE
20~30nm DIEZTHFEHEEOF ¥ TV FEFLTH
0, HREEBEOE BT THDNNT ViRl 7T a7+
7" 71 v (heparan sufate proteoglycan) % #fk L T
BAT 5720, HEBIZIE V. AAV OF 7 A
mui® ITR (Inverted Terminal Repeat) {Z Rep (#
WG w6 A REEAE) & Cap (VP1, VP2, VP3
DEDDF YTV RY VNTE) ZFD. AAVOH
BIZIET T A4 VADNVS— BRI L, 77
J 24V ADELA, EIB, E2A, E4, VAERETH
PDETHAZEDPHMOENT WS, AAVXRYZ ¥ —D1E
HMIITROMICHWERET LB LRI 5 —TF
A3INF, Rep, Cap #HHT AN 5=V V75 7I R
IF, E2A, B4, VAZREHTHLANIN—=TFTZAIF
& HIC203 M (E1A, EIBZ%3) I b5 v A
Jxrvary LTERT S (Fig. 5).

AAV X7 & —1F, REHED % SRR L oK
L L7 IR RN D BIATFEATE, 74 VART
PHEALFNICZETH ), B - BEITETH S
M, BATELH A XD4TkbHitRE /NS L, RN
¥ — OFRENHEE & ) R A FED. R AAV RS
& —XIMGERL 2 25 ST 7228, IAERR 4 72 Il

B AAV (1~128) 2MERWREE 2 0%, R
WIBLTHWT A X% oTETWAS. 7272 in
vivo & in vitro TIXE A B —KET, in vitro T
1R, 2RIDAMEE AR EIR VO THERE
T3 F/, REFEHEINL TS 0L L Tself
complementary AAV (scAAV)“23H 5. Thid AAV
D—AH DNA O 77 AL <A F A 5 724K
RRTHAEL, BN THERPICZAEICR A7
B, PERD 1R AAV R ¥ — X ) BIETHRHAIF
CEFEDRW, LAL, AAVRZF—TF A3 FIC
THATEBH A APERED L5370 5 72D HE
HHIEETIIRONTL 5.

BHUIC

RAWZAFEEOI A NARY ¥ — DY %
Table 112F & o7, RN ARLZE L8R E2EHNE
TAHELLL FOAYANVART F—hL ryFI A VAN
75 —%, —BECEBHEELLRLT T/ A VA
N7y —%, W) LI, ZOHURLENENL DM
B, W& (GEMREH»ED) LoTHLIY A VA
R 7 —% B IRT LLEENDH A, 4BENILin vitro D
BN DBEFEAIC DWW TR, KENZ<
A EEERE L7zin vivo BIEZTEARROY L VA
R F =D THE LTwL.
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A Case of Xanthogranulomatous Cholecystitis with Difficulty in Preoperative Diagnosis

Takashi Ishida', Daijo Hashimoto', Nobuhisa Akamatsu’,

Fumiaki Ozawa' and Junichi Tamaru®

'"Department of Hepato-Biliary-Pancreatic and Pediatric Surgery, Saitama Medical Center, Saitama Medical University

‘Department of Diagnostic Pathology, Saitama Medical Center, Saitama Medical University

Abstract

A 72-year-old woman was referred to our hospital with jaundice, right hypochondrial pain,
and fever. Enhanced computed tomography revealed a greatly thickened gallbladder wall, a
large gallstone (®33 mm), and encasement of the right hepatic artery. Percutaneous
transhepatic cholangiography revealed severe stenosis extending from the hilar bifurcation of
the bile ducts to the common bile duct. Pathological examination of the gallbladder wall during

surgery for gallstone ileus carried out 4 days after percutaneous transhepatic portal vein

embolization led to a final diagnosis of xanthogranulomatous cholecystitis. Physicians need to

be alert to the possibility of xanthogranulomatous cholecystitis, which is difficult to

differentiate from advanced gallbladder cancer.

(HARER R FE A 2HERE 2012 8 157-161)

Key words: xanthogranulomatous cholecystitis, gallbladder cancer, percutaneous transhepatic

portal vein embolization, gallstone ileus
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Wt W3 MM B %% (xanthogranulomatous
cholecystitis ; LT XGC) 1ZRFERE D 72 JUE % £
I FNLNBFERK T, HEIRZH L, EEREEIEL LR
e L OFNBESHNELRRRTH L. bhvbhig,
frEn, AR O M MR OB T, IR IR
% P g Lk & F MR % k& #F (Percutaneous
transhepatic portal vein embolization, LA'F PTPE)

T THiAT L72A% PTPE 4 HHIZIRE L 2B A L
7 A DBEETM OB AT L 72900 BEZ NI T XGC T
HBHI LML, JRT 2 [T X 7298 B 2 #E5R
L72DTHET 5.
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B 72 K
EFR AT, S
KGN - FFidy~N& 2 &L
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BEAEME - 55 & 0, mILE, HIVwEHEMHMIN
il SN
BURIE © 2 MW, FE2A & RIS THIER IS AR

1 JBEERCT (MIRKE) : IRFEREE 4 10 mm o
HUE % 3800, HEEPICEE 33 mm ROJIEAG % 3850
7z BHEERENICIL, —F0 2 RO 2 5RO
7z (LHD).

HEKRE S 2012; 8(2)

HIERIC TR, REESE DB & 7 o 72 SR FEREE D LI
PEHCHER O GETE T, TBilfid 74mg/dL
EHE D RO 720 KRN ERRE L 72,

ABEREBUE © B & 149 cm, A 446 kg, IfiUE 100/
53, MW 37.3C, MBS EE 258D 72, JEIRIE,
SEH, SRCHZEMERIC R E O & RO 7.

ABEREIMARAS @ AST 59 U/L, ALT 44 U/L, ALP
797 U/L, yGTP 111 U/L, TaBil 44 mg/dL, CRP 34
mg/dL L BETH -7z, HE~Y—I—idwiFnd i
ML TFTH o 72,

JEER CT AT AL - MHZERE I &P IC# 10 mm & IE
R, MEHNICE33mm KORAERD 7z, i
BENICI, —3RM 2 AR & B 726 72, PHESH
IR X 2R IEE OEHEF 721312 & A IFNIEE
OPEREERD (B1).

Multi planar reconstruction (LL'F MPR) Ti&, JH
BORREZW SN TIHR L HESEROESCL S D
DIZHRZ =AM D BETE Lhorz (R2A).

Maximum intensity projection (BLF MIP) Tig,

A CT (MPR) : JHE ORAIH & TGRS O OIEHIC X 5 D 012 d 2 722 MR I 13
ETEX o7z
B CT (MIP) : filFEIIRIZ AT A D Y, NHEENE DR % i < B - 72

C MRCP : L&A & AL IFE 5B E TOMAE % B 72

D PTBD ## : GIFEIXIZ LA LERINT, OGS, AFEREBoB IR E L, FM
HTO BLEPIN IS WRE R R R 7z
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3 R

WEOT CEMZLFERAIETLTE Y, OFEAR
20, IBEEOLIFENIR~DRE AR o7z (K
2B).

MRCP i i @ IR 2 5 EA RS SR E To
Merew iz (K20).

ABets, ZEMFIEICH L, PTBD 2% E L7-.

PTBD AT : PTBD 226 3& L THA S & GIFE 1L
BEALEEINT, AFE, LIFERIOREI %
WZHZE L, PR Co L& ISEWIEEkzET
HHT LI, REERE DR % B o 72, IR,
2M& % class1 THo7: (K2D).

VXD, HBHEEE L, REMIZAT, 1
TIRONMERE 2L 7.

F7o, HERLZL L THHERBORKBOLDIC
&, AU LEE LR L, CT volumetry I2TH
BT EF=64% : 36%, ICG-R1513% T&H 72D T,
MiEiiz PTPE % Jif7 L 72,

L ZAM, PTPEf4 4 HHTZRKRA LY XA % RIE.
CTHEZIAT L2225, IHEE +IRE FREEIC
BILATER S, BBICIEAAEA L, DMo/MNEo
FEWRLEDSRD bz (K3).

¥ CT
A JHFEPNCIT air 2R, HEE L+ I8 T RERNICELZ 520 72 (4H))
B, C MBICHADEAL (L), OMWo/NE IR L Twiz

JEAA Lo A0 T, BaCThEFM % i1 L
7z

FEAT AR © PREE+ IR ek A, IRl S
PASH, NS e B B RE 58 50 U Bty

RAFMREOF A« RIEIER I CRE. mE
KA 5 100 cm QWG ICHEA 2l L7z, B % 4)
B L, RIS, PHEEPICAEAE L Twv 72 33 mm KOk
Az U7z, RSN P 0 (2 72 AL G
TEIDFONLVIRETH Y, WU ET B2 THifT
TAHOIMEMZ LW L7z IR AT & IR
ITEILZ R LTz T, WL TRe L.
RIZ, HEETOREO—ERZ IR L, T RE S
Wrcfeih L7z, &R, SIS h- ik, B
Rl Thorz. BELLHEIRE, #HEMMBELLE (K
4A, B).

BRI - RO ¥ o — FIROAEE DY 2
L, KD SRR TS TR BB &
N, BRI, ST AR, IEELC
W7z (HE x5 x20) (R4C).

MUE L 7= HAEREPC, T L AT Y OSFREESEA
B L-ZHEME L aEMiiaz 20, BFaicidy oo
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(LG

A JERERY B L

B TR TATENSEAL 2 R 72
J BRI AT AL

C Mo T — FROBEEATHI L, B SR TS Tl d B oh, HikEidsigk

PV, BRI, IR L CTwis

D JEEL7ZHEEENIZ, 2L A7) Y ORI Z AR LS HEMIE & kil 2520, #

RICIR) Y RBRORE S HD 7

X5 #itk48H® PTBD TR - &z 0 FH Y]
LT ER RO

HRoOREHED, XCG LWLz B AIERD
Shado7: (HE 5 x200) (R14D).

Wik AE - B El 0BG E A 5F L 2 0 i I
BBUREGTHo/2 T, Wit 4 HE OREEE
TIIMFERBTIEHICBIELTBY, Mik5HT

PTBD Fx— 7%k L, #kibis L7z (E5).
AT, IR & M L7228, KSR RS
HWPrLTLHE, RETHL XGCC Thoz kol
BB D HWMRELH Y, T2, XCC 5%
WO ZZE LERFANEOYR T Z § 3ok
B, MEL oz, HEICRHAZBIST LI L
EL72 24E%OBUE, WHEOREENMIIH LD
D, FEREERE) RS 2 <, IR T IZIE R AN
W TRBEORHFZCHEL TV,

z =

XGC (ZIHPERE NI ik A5 % £ 9 IR TH Y, JH
FROAGVWEI NI L &, HATIRIE & OE PN
WTHLIETHEHENTWLEATH SH. 1948 4¢
12 Weismm 512 & ) ¥ THE S TUkR, %<
WEINTWAE2S, BFEEE 05031, 60~80%
LBENTWEY $72, SHEHBFHO 1.8~47%
12, XGC 2R 5 EW\EIN TV DS FEAEKT I,
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A OREEEOMELREICEY, HEOLEFEED
2, Rokitansky-Ashoff sinus (BLF : RAS) 75 JH#
BENIZHRIT2STEA L, ThaefiEkrgdal, R
xanthoma cells & V) % 52 WFMEITK S, EYPHEE
iE, BAEENEEATHBDEEZEZ LN TS, Z
D7z XGC DT L A EOFEFITHRE DK & 72 % 7
Azl 5

XGC IR 2 BRI JE 2 <1, JBEEE & o 85l
WYHREETH 5%, WEZHCIIERE CT 2FHTH 3
Lo W E »® % v odb Il 5 1% @ contrast
enhancementCT 2 35 F 2 NHEERGNE I D — Bk 7% iR G415
@EEMN @ lowdensity mass DFLEDNE & DERIZAH M
THsHEWME LTS, BEND lowdensity mass 13,
RASHD7-F ) THAH LM TEY, BRI
BWTh, CT THRINTWVAS

AIEFITIE, BRI RS 25 2 IEI<‘: bclass1 THD,
CTRTR XD [NREEREA ? IHARERD ? | 2
WX T o 72 ORI 2 Hl & L CIRFEEED
MRS 2535 ¢, 47 HFEIDRIC encasement & A7 &
@OFMETo WERIN IEWIEEREE AL DT
2Lk, HEFEOTMREESEVEE R HERS
IR DBEARD 1L, BRI <, 72, itk JH
Bake b B E L TRV 578, F—REENIC XGC
EIREIFBAATH LI WS D H DO, i, e
WS NYIBIEAR THIO T XGC L B SN BIER D
Bl %, AMEZFTHLI0B[LUETHLZLDHE
T 5 LY, Sk, ARESITH IR ST B G A
FATLHRELEDLD ), HELRABENLETD
5.
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&

2

3R & OEBIZWTIHE L7225, WAL Ly 20
BT O BR Aty b BEALRRES © 8 A 3P R R IR 4 5%
LB L7z— Bl &R L 7zo TG L7z, XGC Tid,
HEDSPEAES BT REME S 0SB ANEE KT 2
CEVEIND.
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A Neuroendocrine Carcinoma from a Difficult-to-detect Primary Site Presenting as Neck and Mediastinal

Lymphadenopathy

Yukiko Miura" Yuji Minegishi?, Yoshinobu Saito?
Mika Terasaki’, Yu Fukuda® and Akihiko Gemma®
'Division of Pulmonary Medicine, Infection Deseases and Oncology, Graduate School of Medicine, Nippon Medical School
“Department of Internal Medicine, Division of Pulmonary Medicine, Infection, and Oncology, Nippon Medical School

’Department of Pathology, Nippon Medical School

Abstract

An 83-year-old man presented with supraclavicular and mediastinal lymph nodes swelling
and elevated serum levels of neuron-specific enolase (NSE), pro-gastrin-releasing peptide (pro-
GRP), and cytokeratin fragment (CYFRA). He underwent supraclavicular lymph node
dissection. The pathological diagnosis was metastatic lymph node neuroendocrine carcinoma.
The initial diagnosis was small cell lung carcinoma c-TxN3MO III B with an unknown primary
site, because fluorine-18-fluorodeoxyglucose positron emission tomography (FDG-PET) had
revealed increased uptake in the neck and mediastinal lymphadenopathy, but no significant
intrapulmonary uptake. However, computed tomography (CT) of the chest had detected a
lesion, which was assumed to be a vessel, in the right lower lung. The patient underwent
radiotherapy, and CT of the chest 1 month later revealed a partial response of the lymph
nodes. However, at the same time, disease recurred in the skin adjacent to the site of
supraclavicular lymph node dissection, and the lesion in the right lower lung enlarged. We
suspected that this intrapulmonary lesion was the primary site. Metastasis to cervical and
mediastinal lymph nodes from an unknown primary carcinoma is rare, and the primary site
should be determined so that appropriate treatment can be performed. If the primary site
cannot be determined with the initial examination, regular follow-up examinations with CT,
magnetic resonance imaging, and FDG-PET should be performed.

(HARERFRFERESMEGE  2012; 8 162-167)

Key words: unknown primary tumor, metastatic cervical cancer, metastatic mediastinal
cancer, fluorine-18-fluorodeoxyglucose positron emission tomography
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SHER, WERE ) o SERAS 2 Sy A BRI S RE 12 &, BUBREICBWTIE, B E2RET S L
W, PRl 2SR OEIT SN TH, FREROME T, AFHRZOBREML L TE S, Shlbhb

#

il



164

HEKRE S 2012; 8(2)

3 #ZW o FDG-PET
MERE Y >~ 2XEiIC X FDG O 4R 2 580 2 0123 LA TR o %R 13 IEE
2w,

i, TEEY CSEICE NS LY LN,
F7z, MY CONHIERERL, PIRRICEEREY
[MES 2T ENTET, RICHEEEOTEEDD 2 H
%5 %GR8 7o /NG R ) % AR BR L 72, USSR & MR
$5ET, TOnRRNBIRIEETH L T L il
L7=DT, ZZIZERTA.

fiE Bl

RER] : 837k, Fk

EFR Pk

PEAEIE - Biifsts (18 ik, MEGGHR), JilisUE (50 &),
I, MREREIE (55 %), FHAERAE (65 %),
ChEE) (70 A, KESME, 7LV F Rk
(817%), MpiizE, PAZEVEBINRAEALAE (82 7%), mIAZMR
MEIE,  RPRERIMAE (83 %)

WAMEE @ 20 A/H, 574 (18~65 &%)

BUREE - 10 4E 5 1, IR g, 121 P 28 1R il 9

RIS TREARE, 205k IS TERMES L
Tz 11 4R 5 A XA, CT L#ehs v > 2 il K
FIRW AN, MBI E oz B, SRR
H# (MRC grade3d), @Mz HE L TW/2As,

S, W, REBAEREO LR 7 BRENETR
b, HAHE LRI 15cm KD Y oREi 2L, b
PERE, TTEIEIEAR T, EMIERO 2o 72 i~ —
71 —1&, Pro-GRP 1162 pg/mL(=80.0), NSE 38.7 ng/
mL (=£120), CYFRA 75ng/mL (=35), ®wJHMEA
¥ —nu A F 2% % Hsoluble interleukin 2-
receptor (sIL2-R) 877 U/mL (150~505) & H % %
Bz B, pro-GRP IZOWTIE, BHERERIEIC X
LLERAIBETE eh o7z BIEEMHR carcino-
embryonic antigen (CEA), o—7 = 7251 ¥ 0-
fetoprotein (AFP), ##iv FMEMEITF Fibr Y
human chorionic gonadotropin (HCG+pB), squamous
carcinoma related antigen (SCC), ¥ 7V JV Lex-i ¥t
B sialyl Lewis X (SLX) GIEW#MHKN, 7E€F1a
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M4 (a) HE Hefa, §59K ) ¥ iz EHRT 5 &
KT 2GR S A, (b) HEEZTE
Fe, RIREEZELTBY, —RICEEH
HoHND (KH).

) VBN ARIEETH o7 WIETH 1ERNIC
Jifige T ABE L 7-B O MFER CT \ZCTH$HE s, #HEfa,
KRESWER) v NFIEREZ T TICRO TV, 4,
Mo s X M b, A RO RIEERL, WHCT
PSS L, MR, SR o EE R b 3R
L Tw 7 (B1, 2a, b). Fluorine-18-Fluorodeoxy-
glucose Positron Emission Tomography (FDG-PET)
b, HHE EE» SRR Y 28I T, FDG @
ERITERPED SR VoK E R, SUVH
RO TRENE 1701, #EI5 207 & B L (R3),
Bi¥F 2 &, I3MICHHREL S X5 REEEWREIX
RT3, BV o ENEEbNI . W CT L,
FHFEICHEEiEEAR LD, 1EMOREE CT TR
2R Lz E Bbih: (R 2¢, d). FDG-PET
BT OERSEP o722 L) (E3),
BRI & FIT L7z, MEEZMEN oo, ek
Y UOSHIEME AT L. WEEITRE, ) Vo
Mzl d s X5 T @A SN (K 4a),
JEE IR, KR EEZEL B, —IRIIER
BAHHN (R4b), N/CHAEL, AHAABROET
—EICiEo 7 (B 5a). REMMRILE T, BEEM
laix AE1/AE3(R 5b), CD56 (2Bt % 7R L (K 5¢),
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Ki-67 (MIB-1) BattE#ix 70~80% TH -7z (K 5d).
¥7:, TTF-1l, ZJuEs75=vA Y+ 7 747
>, CD3, CD20ixfatkTH -7z (Rb5e, £). LLE
X U, high grade neuroendocrine carcinoma & i}
L7z BREE, iR cTxN3MO stagelllB
LW L7z, wi, ERREREE, fil, OB E#E
L, BUANRGHR M (60 Gy/30fr it Ikt 1A
S 2TH2HIOREBL, OF1THICKTL
7o S B, MERRY VoNEERIEEL (XK6),
i~ —# —1iZ, Pro-GRP 69.0 pg/mL, NSE 174 ng/
mL, CYFRA 54ng/mL & L7z, 9 T LD
A8HE LY o NE RIS, KEREERD, B
FriEse &HBr L, BETRRAVEHC TR B D72 T
ABEE ooz, —J5, #ERRY) > EilER Ofi/IMI R
LTWwa2s, I &I L7224 FIEOMEE R IIH KL
TBEY, ZoOREPEREE, b LIEMNERTH S
TEEMEARIR S 7z,

z =

JEFEABHMERR ) > 2 S EIERNERER] IS DWW T, 205!
i, T0BIOMEFE T LD T, BEEH576 (81%)
&% &, B8 AR AL R 30 61 (43%), il 1 22 51
(31%), MMtk 18 B (26%) DNEIZZ <, HHEHE
OPIFIE, BE 29 51 (41%), /INHIIEE 13 B1(19%),
KHlihass 12 80 (17%), RV LEHE 11 B (16%) T
botz. T, B EBR SR TVSICH
Mb o3, PHRPEET, @HrLZ6768TIE 14
HEAEE 89.4%, 2 FAEGFEZ00% THoz b
TWwb., T/, ERAHOESEIROEBME Y & SHild
BBV TIE, #3~6% DREFDIFEIEAT, % 40%
DFERFIIMTH o728 V) HED D B2

FDG-PET of YL, &AFr R E, Wi Tids
RTERviz ez, RENEEOESVEZ TR
LEICHDH. MikEHilcB 5 FDG-PET O 2 Wikei,
CTEhENRTEY, KE8~100%, FF#E 67~
100% & 2N TWV25® FIEAHOGEER) > S Hifisht
AOSLN302ERIZB T, CTR MRI THREZEL
Bl h o 725 3EH % FDG-PET 12 & ) HE T & 725w
137460 (245%) T, I B 883%, FF F B 749%,
EZET88% LME SN TWAE. LaLl, HEO
WIRETHEBRTHEHLERHY, Z0XI) BWRE
X, BECEHAMER NG T, PRI R TR
LEZOLNTWD, — WIS, AN W IEE )
VYIRS, FHRI/EV LG STV A,
RENZBWTIE, 1ERALREEZRDOTEY, H#T
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Exercise Prevents Cognitive Deficit and Depression via Improvement

of Adult Hippocampal Neurogenesis

Toshio Mikami
Department of Health and Sports Science, Nippon Medical School

Abstract

Regular exercise plays an important role in preventing metabolic diseases, the impairment
of cognitive function, and the onset of depression. Regular exercise enhances adult
neurogenesis in the dentate gyrus of the hippocampus, and the exercise-derived prevention of
cognitive deficits and depression is closely related to adult hippocampal neurogenesis. Both
blood-derived factors and brain-derived factors are thought to contribute to the exercise-
induced enhancement of adult hippocampal neurogenesis. Blood-derived factors include insulin-
like growth factor 1 (IGF-1) and vascular endothelial growth factor (VEGF). Exercise increases
the transport of these substances from the blood to the brain and increases adult hippocampal
neurogenesis. In contrast the exercise-induced enhancement of adult hippocampal
neurogenesis can be blocked by inhibiting the binding of IGF-1 or VEGF to its receptor. On
the other hand, brain-derived factors include brain-derived neurotrophic factor (BDNF) or
Wnt3. In particular, BDNF plays a wide range of roles in neuronal development and survival,
and the exercise-induced enhancement of hippocampal BDNF contributes to the increase in
hippocampal neurogenesis. Aging and chronic stress impairs cognitive function, whereas
regular exercise prevents age- or stress-induced impairment of cognitive function, the
improvement of which is attributed to the action of IGF-1 or BDNF. In addition, the preventive
effect of exercise on the onset of depression is also dependent on the improvement of
hippocampal neurogenesis via BDNF or VEGFE. These findings demonstrate that regular
exercise helps maintain cognitive function and prevents depression in the elderly and the
stressed; however, the mechanism of the exercise-induced improvement of cognition or
depression remains unclear. Clarifying the mechanism via neuroscientific and molecular
biological studies is needed to promote the usefulness of exercise for preventing cognitive
deficits and depression.

(HAREF KPR SHER  2012; 8:168-173)

Key words: exercise, neurogenesis, cognition, depression, brain-derived neurotrophic factor
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M, 1990 AEMERE T TICIRE FHEDT TN
HAIA TR A SR Z A 2 EASEH & L7z,

R ART v b EEEEO KRR 3B B R
A, F e LTINS o MBE T L 22 INE T & S
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HEN/m -0 VIIBERN MBI L, 1 V5 —
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2. HREFEICHT EROXE
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OEHTHEBIHZICA DML AKIVEY THAHINF O
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THb. KK, AL AIMRHAEZLT S50,
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3. EERFOMEREOEMICEFRT 5EF

EENANE S O MR A2 BN ERITKE D
DIGEHEI NS, — 2 HIR KT (blood-derived
factor) TH Y, b9 —2IIMWHREF (brain-derived
factor) T» 5.

TR MBEHKET-O—2134 ¥ 2 VRN T
1 (insulin-like growth factor-1 : IGF-1) T& 4. IGF-
LiZECHEE BHmTREEINSE R VE VKD E
T, KN IGF-1 T ME ISP WILT LS, 2t
WSO EDIRT 3 2°. I~ 7 A~® IGF-1
P53 MEC X 2 MR A O T 23k LY, E#hid
PEERIM 2> S ALY sAE 15 IGF-1 B2 N &8 T
MREFAEOHME S 7259 (BE1)"

i & AN Bz M e B 5l 7 (vascular  endothelial
growth factor : VEGF) (2l #H A 28 &4 5 K
TFELTHMBNTWS2S, VEGE K o pikH A&
PR ST LIEH L FHD". VEGF A RO HEH T
& % SU1498 #3512 X 0 dEEC X 2 ik A o B8 23
HERTHI NS, EHHIZX 2 MBEIHEOHMICD
VEGF 28 5- L TWAB Z EAURENTWAEE

—h, WHRKNT & L TIEMHRMRERENT
(brain-derived neurotrophic factor : BDNF) 3% 4.
BDNF (3 fifEAle ClEA S B WMEEAE T, Mk
MO EFRRE, ¥ F T ADRE, HEOMEHE
DIRAEZ: EOMBEANL O RICHEE 2B X 2o,
13 ® BDNF mRNASSIH 2 8N & €°, BDNF 5
& (TrkB) OZFRIZ L Y #EEYIC X 2R Lo
MMAEET 22 LA 5" EENZ X 2 MEH LD
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MERE) ICX ATV 22T v 7 RBIET-HE 2
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IV ATy 7 Rz Tn s

SO RN TI21E Wnt3 235 5. 8 o4
B Wnt3 BlaTD/ v 777 b7 A THA L, Wnt3
OBEFFEBL~ 7 ATHINT 52 &5, Wnt3 254
AT 2 HELRARKRTTHSL I EAREINT
W B0 PR A I AR M R oS R R L Ak L C
DN, ZOHIE 7 7RO E X RS
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S5 LTBY, M X 2k E oK T I X
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Expected Role of Probiotics in Clinical Practice, Especially in Children Undergoing Chemotherapy

Yuri Tsurukawa, Yuya Ise, Sayuri Tonozuka and Shirou Katayama

Department of Pharmaceutical Service, Nippon Medical School

Abstract

Leukemias and sarcomas account for many of the pediatric cases of malignancy; indeed

leukemia accounts for approximately 40% of cases. The basic treatment for pediatric

malignancy is chemotherapy; however, the use of anticancer drugs may also damage normal

cells in the body. This creates a problem of increased susceptibility to infection because of a

weakened immune system. The use of antibiotics is therefore essential to prevent and treat

infections. However, antibiotics can Kkill both pathogenic bacteria and useful bacteria. By

disturbing the balance of intestinal bacteria, antibiotics may disrupt intestinal barrier function,

thus, perversely increasing the risk of infection.

In the present paper, we focus on the use of probiotics to improve the balance of intestinal

bacteria. In particular, we examine the effectiveness of probiotics in children undergoing

chemotherapy.
(HARRERRFEFSMRE  2012; 8 174-178)

Key words: probiotics, infection prevention
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A Unique and Simple Treatment Method for Anisakiasis

Kaoru Yamamoto', Tsuyoshi Kurihara® and Yoshihiro Fukuo®
'Ohshima Hospital, Miyagi
*Kurihara Clinic, Tokyo
*Hakujikai Institute of Gerontology, Tokyo

Abstract

Anisakiasis is a disease characterized by the abrupt onset of sharp epigastric pain,
typically a few hours after eating raw or undercooked seafood. At present, the most common
effective treatment is endoscopic removal. However, over 23 years Yamamoto has used an
antiallergic drug (Stronger Neo-Minophagen C) and prednisolone to treat more than 190
patients with anisakiasis diagnosed on the basis of symptoms and without endoscopy. In this
report, Kurihara reconfirms the effectiveness of this unique treatment for patients with
endoscopically diagnosed anisakiasis. On the basis of these findings, we propose that the
combination therapy of an antiallergic drug and a corticosteroid is a reasonable, inexpensive,
and safe method for treating anisakiasis.

(HARERFRZERZESMERE  2012; 8 179-180)

Key words: anisakiasis, treatment, allergy, Stronger Neo-Minophagen C, prednisolone
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Roles of Fibroblast Growth Factor Receptors in
Pancreatic Cancer
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1A S, FGFR-1 ZEERy & L 72 B 16 ek A3 37
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Inducible nitric oxide synthase participates in
cochlear damage after acoustic stimulation in
guinea pigs

(J Nippon Med Sch 2012; 79: 121-128)
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TEIREFN B — RAREA
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FER LB RAGKEFE (inducible Nitric  Oxide
Synthase: iNOS/NOS II) &5 HAREET TI3MNa 2 5k
2 EFMBNT WA, ABFZED H I T AR )
IR INOS O 5Bl % #5385 % 2%, F 72, NOS HEH]
BESPEBAMCL2WEREBELZRRCTELNERTIL
5.

EVEY M2 (1) EEAME, (2) EBHEMN +NOS H
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LNAME #, BXU (4) MREDQ 45D 7V —FI250F
7z. (1) BT 2kHz O#FE, 120 dB O F T 5 K &
B 21T o7z, (2) BECIEEEAMN 1 RHNIC LNAME
50 mg/kg # MERENICHE G L7z, (3) BECTlx (2) B A
B0 L-NAME O A2 BENIZHKS L. £72, (4) BT
WA AR & RIS L7

Auditory brain stem response (ABR) &2 & Fi Al
AfEE, 1HBEBLIOT7THEICWELZ:. (1) IV
(2) BCRAMNERICHEELRTEREMME LA 238070205, A
fif 1 HERICBME LA R L, &4 7 BRI A
SO L. £/, (2) Mo 7 HEOMEBMIZ
(1) BECHABRS NI H -7 (3) HBIY 4)
TECIRIERE B IC L2 RO B d o 7.
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Involvement of Tachykinins and NK, Receptor in
the Joint Inflammation with Collagen Type Il-specific
monoclonal Antibody-Induced Arthritis in Mice

(J Nippon Med Sch 2012; 79: 129-138)
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REiY < F (rheumatoid arthritis: RA) X % £k
) Ry 2 BAE S 2 R L T AR E G HEETH S RA
I3RIEDSE G- A BT, Ao -7 VidECHUR
D—DLENTVWELIERL, NBaT—7 VT 54
RE 70— F VIR E M5 720 o ok B &K
(collagen antibody-induced arthritis: CAIA) EF VI,
H AR KON B L ORI 2 if%E 3 5 L CThH
HTHhs 4FF=0773IV—IBTAHEYTAY VXP
(substance P: SP) & ~NE*=>-1 (hemokinin-1: HK-1)
I, MRSRIZT TR L L ORMHRRE REMIIc B/ L
TBY, WAR7F Fed NKEZEKEHEERLTS. £72,
NK: 25T % 7 JREMEB B HE O JOE R I 5- L
TWwa. 4N, bhvbhidg~w X CAIA €7V EHWT,
BASIJSRE B X OVERIC BT 5 SP & HK-1 512>\ T
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TAC4 #A5F © mRNA F IR & CAIA © I (7
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Staple line coverage with a polyglycolic acid sheet
plus pleural abrasion by thoracoscopic surgery
for primary spontaneous pneumothorax in young
patients

(J Nippon Med Sch 2012; 79: 139-142)
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