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MaEBEE ARBRAAMERE MHE FL

HIATHLOWMR@E D [FHOT30] 3 TEHR»r6%-oTw52s, BV AXELLEDIE [RIFAD
FCAZESTADOTICAZEST] THAHH. TOMWMO I, [FEEH] 1T [NFXSEE L L,
M BHEIBALY ]I D). SNITBRALBALONE, 2REFIEDLLICHoTHRLZ DAY, (F
%) $RTLEHVOR T 2HFHEL oL LT, FRAZHVSN&ZIZRT L. MICESY, %8, BIFO
BN - -}, BHEILTHEELVI)XL, (I SEEr»2 5% EFMIETRICL, &
CEIGREIGAMEEAHICEEEER). LORLR1H 5.

FAWREZERE V) EZZEZ2BM L TEMZzLR L, 2RO 2BATRZITINELRLR . THLH0H
CENCHEHEN, HOBVERELITHIZLOMEKLIOTHAH. EiliL VHHIWMAICHALTHS
ZHETHZIEVPHRTVRVOTIE LA 0 P BRCHLZHAL Z L HVETH L. HIGRRORAD
TACEMOAF Y HRZH ) TWD LRI 2. ESTIE, B2 TR, KEDHE F— 2RO
WHOHT, BROBIHEF T 2ETOEREFEFLLRTNRE LSRN ETHSY).
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T T3 ) PEEEE SN &R & I B R RIS ENE TH S.
UL, TeFan) vidtE A OREEFERBIZB W TAGEDRIE & remodeling # & 725
SEDHIBEIC DG EAVRIBEN. X512, TEFNay ¥ Sl ek 2 3
HZHEA S D ERINDL Z EFHSPICh o TES. AR TIIERE MR, k2l &
DR EHRBIZ BT AR E LD LIE, remodeling 128V CTRE S Iz, g i,
HESEMINL, REMMOR-THEZT7TEF VY v OMEMEZRE 2 THIT 5.

1. &

TR F N ) LI, BERRRETSE, RS
Wit OMBREWE L LU MBS Tw 5,
SEFIZBWTIE, 7TEFNVIY IFFIEIS A
BEOMRZEWE & L TRE X DI & K2 5
DR EMREL TWBY, IR ->T, 7
TV a ) VIFRIEPEGER I BV TRGE D RE
¢ remodeling Z fl 5% 2 L AR I N T X
72V, BB, TERFIVIY JIERE L BRI
RREMBPLSERSINEZEOHLNE RS
720 R BRI R SEA L S o RE
G % BERREMiTHLAAHY ¥, —aFro—h%
ML 7y —%2dBHULTVE2Y, Thoo
MAE7TeFva) AR RETO
RBEBET IO RMATHY, MREHEREICBITS
TeFNa) ey —ry b LzdoREERD
WEEEZRIE L T b, RETIRAE WL, 2%
PHIEVEIEE 7 & ORGSR TRIZE S b RIE,
remodeling {2 B 1F 5 %85 3¢ b BRI g, i HE 25
fa, “Fimmfiie, SEMEoR:3%Es T s
AN VLo TEHERICHE, EMshsHize L
¥a2—15% (Figure-1).
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2. [SEXBERER,GSOT7EFIVAYLDOE
SHEZ U TR

TEFVaroEEIHL T, SERDELO
Mg, $abbxruryyr—7, Bmiile, #HESF
M, s, SO LA, U oNER,
FIERIZ BT choline acetyltransferase (ChAT)
¥ 7213 carnitine acetyltransferase 2853 L TH
D, N5 DOEEFEIC X o T choline & acetyl-CoA
POTEFNIY) IPEGHEINLEIRESNT
W59, 7tF ) a1) v G-protein-coupled recep-
tor subtypes D—2d&% 5 A AN ) V2K, ligand-
gated cation channels Z#lfi3 % =25 &K%
LU TIEH ZZHET 59, ~7u 77—, B
M, AHESRIN, PR, S S B,
) UNER, FRIERZ & OIPRERR & T A e R
SIS A A A ) V2R, = aF rRFROM
HLLAE—HERBHLTWwB2Y, 2%, kil
OIMFAILTO CAAT D X ) BT EF LY ¥
EERORI, ThoofiigTcorxsy) v, =
aF VRO, TSRS O BE 2= A
S5OT7EFNVa) yoORHo HPLC TORERRD —
HOHEL, SGERIIFMFERARIC BT 585 7 F 4
Y, A—=N7TA Yan) eV ERENE O
ZINT RN LA T H 5.

HAERE A BIERASMHE R FREEANE | Sekiva KOYAMA, Pulmonary Medicine Department, Aizawa Hospital
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MR coT e F VT o
BTSN ho TRV, LALLM
B, &S ER M BV T REAE B O SR A
MEINTWAS, [EL EEMIEIX organic cation
transporter subtypes1, 2 &3LizaV » D%l
59 % BB choline transporter (CHT1) %
FHL, BEENACHTIA 7 EF L) v Ot
DELREEEZH > TVEMY, 2512, AEL K
HMLZ 1% vesicular acetylcholine transporter D%
BbiEshTne, —a—uar UL, EhiC
BIBTEFIV Y »OLAF & MR & JEl & Dl
Hl2Esr7eFva) o, RIS TWLZ
ELRBENDYY, TS O I IEMRHIRIC
BUILTEFIVa) YRIEEEZFHIIL Tnb LR
bbb,

7+ F N3 it acetylcholinesterase (AChE)
EfBa) v AT —YELTHS NS butyryl-
cholinesterase {2 & - THEE &L ) U N LGRS
5. RERE X EEM o AChE i % neostig-
mine THE L &L, LFEHTOTEF V) ¥ DR
ER LT B2 N6, SELERMIETIE AChE
DEBIERZFOMHE L LTHREL TS Z &8
HEsIhsy, Lol 286 LTHLE, IR
FR oM, MRS ARERIRF RIS T Frva ) ¥
R, M, ST AL LRBEIND. O
A E N7z T TV 3 ) SR S O WU
FIZEI L, HEOsWERAELTY, S 5ICRE
XD INE R ER, MM, SUESCERERH OB
ZHIBIST A 2 LIC X o TEEB BB S E D re-
modeling # 2fi§ A FHMNHEE SN 5.

3. LZAHYZRF I KERE, remodeling
® Mediator ELTOF7&FILa >

KA VB RIEEE S GRS e &
%5 D TR RO RIKORE AL IZ R B ST
W, AAE N ER COPD 24 & § A ED3E
i, HERIHEG L TWAZ EAHEESN B2,
INSDOEBTIIL AN ) ¥ 2RO HEDTLIAE
VEH 23383 DT, AAHY) V2REOHMIZER
EIXHBTOREER 2 RET L LEZONS. B
BEWZ &1, M1, M3AZHY YZHREDOZH
D¥ER A COPD B H DM M, A& SCRERM N T
Bigsha®Y, ZhEFNBEHIZTEFVIY ¥
VER 23632 M2 2 2 A ¥ ZBRAEDIEE O
THARE LN BEZFOAELMETHE ST

5V, ZhHoBigIAE N B % COPD T2 7t
Fa) OMRPEBRINT WD Z LAVRRE N
5.

3.1. SBEXFBHAOT7FINIY L OEEER

RELTHEMIIMAR4L D 10EETM2E M3
BANY) VZEREREBT Y. M3 AR ) V32
PR E TS 5 5 SO BIE, RS SO & AR
THT7EFNAY) L OE—DOEMILTH B,
EDHIZAANY) VZFRIIEE BB OB B X
CRIEICHT 8% DHlEH S 5 (Figure-1).
LA H Y V2K agonists & epidermal growth
factor (EGF) THRE SN % MR M3 % &
p70 S6 kinase DFHMIEMEILAZ D726 L. WiE X
ARV S i Al % B45E 9 51920, p70 S6 kinase
DR R TEE L X, EGF &AM & LM L T
phosphatidylinositol-3-kinase (PI3K) #ZiGiE{L &%
% Gg-derived subunits & » CifeZ &N TW5b & &
M2, 2o EGE & o AH I 11 7 3 Al &) 5k &
[ Bk 1Z, & R H ) ¥ %% 1K agonists & platelet-
derived growth factor (PDGF) ®#fffd A&
WHOMIMEFET L LBMbRTVWE,. Thid
G-H|HICA Yy TNV LI M3 AAN) VZ5ikE A
LTBY, AANY %K agonists & PDGF &
MFHIIZ glycogen synthase kinase-3 (GSK-3)
) UBALOWH A EER T E I NE®, GSK-3
FRESCHEH ONGEEE A OB, MM % 15O
% DY 7 FVER, BEEEZHIET 2L EEr
HYBETLHHEY,

S SO O WA HYRUE S BBl o A, B
X ORE X LM O EGE 25460 ) Yt %
FIERIT LI, AAH) VEEREICE HAEE
D remodeling IIFEMAFFIC L H T EBRKE W
LEND. EE, BRNICIZEREZ %5 methacholine
D W A ix collagen D L7 & transforming growth
factor (TGF)-B1OFH oMM % 725632, 40
LA, O BRIBIC & B 5E ST O
DIEERE X ORI remodeling % HlH 4 2 & 12 W
FTEX%WwH oo, methacholine 12 & % & 9 %A
B SO 57 O WK A3 P A e o0 B il & IR S o
HHZHHT 22 EIEHL2TH L. ORI
1 carbachol 12 & - THIR XN 5%,

REIFEMHICHREIND L 20 ) V2R RER
EXORERIBICOEEZEHZRLZL T
B8 NAH ) VBRI T S carbachol
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VP A oo BRI BY Ze WA (R & 1 ) L C inter-
leukin (IL)-6, IL-8, cyclo-oxygenase (COX) 1
L 2, urokinase-type plasminogen activator

(PLAU) D%Blz HREMICHIET 2. 72Kkl
methacholine 12X % M3 A A A1) ¥ ZEARDRE
(EAE % O 3R COPD 7% &I BT 5 F8 9,
WRETOEELZHNTTHEH A b A YRR ER
¥, 4¥12 tumor necrosis factor (TNF)-a, PDGF-AB
DEEZRL, BATEHYE % &&= 6 LT IL
6, IL-8DEAE, MM ZRE L THRESCHEH O %
FESUG & WRT 5 2 EAREH SN2, Zh b DK
Ji1Z protein kinase C (PKC) O FHD Y 7 F VT
» 5 IkBa/NF«B & MEK/ERK1/2% {&MH4b3 5 2
LilkoTEREINEY, Doz iz7EeF v
VSRR, RIS S ST A 2 R LA
BEXRERGISRIL, WMEIEs5Z 2R LT
5.

In vitro OMIEFEER TOMREREPSHEE SN D L9
12, long-acting muscarinic antagonist (LAMA)
Td 5 tiotropium bromide A¥545 3% @ remodeling
ZIIHIREST A2 &A% in vivo DRERIZ L > THEE
I Twa. 128 H & L CHERE %2 guinea
pig 1252 % L&A SO, CEE B & O
FEH, P OPGEEO R Z b 72 5923, tiotro-
pium bromide IZER;HYIZ, b LLIEREIZFNRDS
ZWHI L2, ZoFEET, PUERIEICL TS
HIFEEER DS 45 A% tiotropium  bromide (2 & - T5E
AZHIR & /22 A5, tiotropium bromide O1E
HoO—HEEEEHEZN L2 EZON
53, F 722 OFEETIE, tiotropium bromide (X5
WAROBEI, MUCSA/C O b IHI L 72, 2
NHORRIE, JECEFEHAT T VI LI
X o THRME XN 5 K58 RED JHE, remodeling 12
e L THERE#HZRZLTWDE I EEZRRLT
W5,

3.2. Z7EFNAY COMBMFMATICRIE TERB
remodeling ~\ D5 E

S SR R B MRS, SUE S A B
LOHEIZEN O 2 & REEDIC X - TH
FThTW5b, BRI ORISR, A& 2SRz
EH MR EICBT S 2R S oMo %
RDDHEL 72 500, ML S SCRE DA &
FEIR T HLAR I 33\ T 2 L) A THITEAM R
REALREAL TV DY, BHESHI X RRECE)

CAAA) U M2ZHEERE M3ZHERLIDE R
BLL T2, MREERTIZA AN ) VAR
#l carbachol, oxotremorine (&t b HliHESE Mg D
cell lines B XUt Mz HHLY L 72 #HE S Mg
(12 (CH)-thymidine DMLY AA X RES LS. 2D
B AADOREIX M 2 273K % 4 L T MEK/ERK1
/22K 5> THI STV B29, L Leds M3
ZRAFEDIFITH B tiotropium  bromide (i FEK
72 F N a) YIZ X5 e bHRHERE O B8 H
BI% 5 N HESEMIE & 2 oM h S FE I N
HHEFHIE OB 2 R L 720, S HICAAA Y ¥
ZHEBRANL e N IRAEFHIE O cell  lines B K&
Ot Ml SICY W L 7zl svwca s —
U OEEOTRE L LT D H-proline DHIfLEH &
LTORY AAZRME S/, F 72, tiotropium
bromide Z lipopolysaccharide (LPS) (Z# 0 & L
THFE I NT> guinea pigs DA B L HIZRE L TD
A= ORERAEIEIL 20, IS OFEEFE R
E7EFvay CAMEFMRONE, a5 -7
PAEDREAZMR L, MR remodeling 1235 L Tw»
52 rLERLTWS (Figure-1).

TEFNan) ORI KT S RAETER X
RETIRDFTVHEIN TR, 28 7% O HHESF
ML M3 ZHEEOREBNZNIEERDLNT T
L FN ) X BEERFOREERIEATHEI
BVWEDOHERLRINTVDLINLTH DY, L
L, COPD ##& OAFHI) BRI 2 & £ & 172 Mt 2
MBoMBEgTE7EFva) Vi IL8& ma-
trix metalloproteinase-2®EEZ B L THBY, =
DEMIEMIZHEMRICL > Tl &R SN TW
729, Tiotropium bromide IZZJERIIIC & - TFH
#E X 1 5% metalloproteinase2® FE & & WA & &
728, IS T o0MELIMS LA N ¥ M3%
RO FEBLAY COPD B & OMNFUIBRil2» 5 753 5
ToRAAEF L CIE S T A T REME 2 /R I2 9
5. FER, Profita Hlx, M1, M3 Z%&M1E ChAT
DFEHL L FFRIZ COPD BE OMFL BRIt 2> 5 1% &
N7RAHEF M TR I N TV b T e 2R L Tw
5%, EH T AL COPD B¥E L DM TIE A
B VZERDERNICR LS 2L HE I TY
T, 7 FNVa) »iZCOPD EELHHELNH
HEZFMINLLC B\ T ERK1/2& NFkB O i P AL % 4
WAOMMFMIB LV E < ZI L, Mgz
D7D LW, 5 ORI HRHES M2 212
P JAE M SUE R RIC B CHILRR S 12 BB e B
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HE R L TWALEIEERLTWAS, L2L, #
HEFHIIL O/ E X TORIEICEHE T B BEHNZOW T
W oM %d 5.

3.33. ZEFALOAVCOREX EREMBEICKRIETIE
BAEREXREMKER

KB EBMIBIEWA SN2 T LV ISR
EHENBNYT—ThHY, FLDOFA ML 2D
AR ZFE > TWHMIRTH L7720, [EXD%K
g, Z A2k < MR remodeling D E % 2 >~ b
O— V5L LM THE. 7TULVF-ERE
HRE TH S % S5 3 b B Ml oD e 4 13 AU =i S
BT EDLOTEEREFHEZRLTVWDE, ¥
o, 9 LREX LMo EITRE T ICH
LIEEMRERR T REIEICS ST IR, &
FEHREISOTEF VY oA REL, ]
BREZHET 200 THDHY., 5 ICREL B
faix ChAT 250 < I L TB Y MK TH v
BBOTEFNAY Y OBEREN LM S Bbh
59,

TEFLVIAYIEMILAN) VZRAEEZNL
TRl B RS 22 R Tl &S 3 1 B Al IR o> 338 3l o0 il g &
%o T B0 SRS 3 E R IR % o R0k

Airway epithelium

Proliferation
Chemotactic activity
IL—8, LTB4
GM—CSF, MCP-—-1
Mucus secretion
PhospholipaseA2

T—cells

/
(hen)—
CErobaters D>+ _M\

Proliferation

IL—8

MMP—2

Collagen synthesis
Fibronectin

Figure—1

Neutrophil,
Alveolar macropharge,

Pro—inflammatory
LTB4

Chemotactic activity

\Cytolitic

LT, ffhEk, HiBk, U oosEk, IFEEERoWEER T
REATIMBTHY, KERIEDOH L2 5E %
B7-LTw5 (Figure-1). 19924E 12 41X 7 & F
V) YA I RAE S R L % ) LT B ER,
HMEROWEEN T2 M35 2 L 285 L7 (Fig-
ure-2). ZOTEFINIY) rOYIREL EEMNE
ANORPIET ML A AH ) VZHFEERICE D Z LA
E XN, leukotriene B, (LTB4) A % Bk
S, T LTBAMUFHER, HER, FBREKEEOR
SEMIRE OB E R T IEEZ A L T2, L Lg
W, ZOHMENR SNIZ19924EEIZITF M3,
M4, M5 LAWY Y ZHEEOFEIEZH LN TV
Mol BAETRAE X LEMIEIM3 A ZHY
YRR AERBIL, M 3R AE X R M
5 prostanoids DEAE X FFET H T LD > Tw
5. 2F0), M3 2 AN VA5 phosphol-
ipase A2 ZIEHALT A 2 I X ) JEMMED S D
PGEMH ZfE L7, S HICHRE, © MREZ L
FHECTTeF v a) Y IL-8DREEE, L AHY
VB % AL CTPKC, ERK1/2, NF«B %G1t
SET, WMSELZEIRENTVREY, Ll
O ZOREX LEME2rSOTeFvan) L2
X % IL-8DEAIE—ERD cell line 12X » TEAE SN

Anti—inflammatory
TNF— a and IL—1BL

Thromboxane
synthetase L

T—cell differenciation

Cholinergic neuron
Resident cells

Constriction Relaxation
Constriction protein expression
Induction of mitogenesis
IL—8.IL—6, COX—1, 2
TGF— B 1

PLAUM

Spectrum of actions of acetylcholine (ACh) in the airways. In healthy airways, ACh release from neuro-

nal and nonneuronal release in limited. However, in response to environmental factors such as allergens
or smoke, ACh release is enhanced. In cases where ACh may cause opposing effects, dependent on

receptor subtype being involved.
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Figure—2 ACh stimulated bovme bronchlal eplthellal
cells to release neutrophil (panel A) and
monocyte (panel B) chemotactic activity af-
ter 72 hour exposure. Horizontal axis ex-
presses neutrophil or monocyte chemotac-
tic activity. Vertical axis expresses acetyl-
choline concentration. (n=6)

Values were expressed as means +/-
SEM.
* : p<0.05 compared with control.

HDHAT (Koyama et al. unpublished data), &5
BHMENLETHAH.

3. 7EFNLAD COREMEFEHMEEL L THRE
EIEA

SUE S B R COPD THE%: & M 5 S XD R
(&, SUE SCBE ORISR ZEAL O R R SGE B B D %
HICEEEEHE R L T 5. KEMIZYA b
A v RMMES N, T O 2 A S 5 A 4
DOEENT (B121E EGF, PDGF, TGF-p & &) #
ST 5. E LI RL IR TIE S
B SR TEF V) YIZIh S DB TORAE
MO ZME L Tnb. fEo T YAof
BER NS OME2 S b HIfFSI 52,

pra) YHE L OROBHEICHEH IR TV S
tiotropium bromide {% guinea pig T7 LV V7 Vi
Ik DR i«®ﬂ@ﬂ@&ﬁ%%ﬂbt;t#
5, XUEEETOMMRIREZ IZIZ L AN 2 FK
@/7+U/7#%5L1wé;k#méntﬂ
b b B X guinea pig DIFBEKTHOLAH ) v M
3, M4 OZHFEOFED, ittbﬁ@ﬁf@Ax
1) Y M5 ZEROFEB L WESINTWET, Z
nH M4, M5 ZHFKROEREIRY ST i&w%
DD Verbout SIXMFEBEROEHEEALICE LTI
LDOXRI) ZEHRISIPHIC@H Z L2l L
T2, R L 2N ¥ ZBRERETH 2
atropine IZHUFEHIHIC & 2K EHX~D major basic
protein D& DM & 5 & H # ﬁ@®ﬂLtﬂ
FRER DIEPEAL 2 BEALIZ PP L 7259, HU R
B TOMBIKROIEMALICB T2 2 A0 V3% ﬁ%

DI 72 1) & i,l\i’é?;?‘ nerve growth factor (2
Lo THAINTVEY, Bl L7z X 9 12558 S8
%%&?éﬁ iiﬁﬁﬁ,ﬁﬁ%ﬁ@,ﬂ%i$
WHICBT 2 LAY ¥ ZEROIIFENRIL, L

‘) YRR DUBRER T OPIIER R & v ) T
LR EHBHLTLANG., ¥R IN5OMMIE
A AN VZHEERE N U THFRIRO AR ST, I
HREk, HEREERFERR L, BIZE K ORREMEY
AMNAVEEELTVWEDPETHS.

KAHY) VEBFREHER, HRERICOREH IR
NS OMIN T b HE 2 SIEIEH G OBEH 2 %72 L
TWa. 7EFray Y3k, HIRICBW T
ZNZENOHGERF I3 5 #ETGVE % R BRI
CEOLENIHRE SN (Figure-3). #L T2
OWHEEED T F N3 VI X ZHRIE M3 A
A AN VFEREPH, B XU tiotropium bromide
W&o TRk 0w, —F, TeFral) vik
EFpER, HERICBWTGHEE %/ L TERK1/20
AR L, RIEMBOEEGEZ ML, M3
N AT VAR PUA] tiotropium  bromide (&
EMQ&@E%%%@ELEW(H@mﬁAJ%
HIRIZIEZ A AA Y Y M3, M5 ZHEIFEBL T
BY, 2AxH) v frﬂ-‘%]?%flﬁ']@ carbachol {&, H.
ok R S, MBS VD 7 A5REE 2 BN

N
=)

w
=]

*k

Neutrophil Chemotactic
Activity (cells/HPF)

o

0 100 100 100 100 100 100 O ACh (uM)
0 o 01 1 10 100 1000 1000 Tiotropium (nM)

Figure—3 The effect of tiotropium on ACh-stimulated
neutrophil chemotaxis.
Neutrophils were treated with tiotropium at
various concentrations (0,1-1000nM) for 30
min prior to treatment to ACh for an addi-
tional 60 min exposure to rhiL-8 as the
chemoattractant. Values were expressed
as means +/- SEM. A treatment effect was
demonstrated by one-way ANOVA (p<
0.0001)for three independent experiments.
#: p<0.01 means differed compared with
non-treated controls.
*:p,0.05, **:p<0.01mean differed com-
pared with those from ACh-stimulated neu-
trophils.
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(A)

PERK-1/2 - ——

tERK-1/2 e v s —— =
GAPDH ==

0 5 10 15 30 45

Phosphorylated/total ERK ratio

Acetylcholine exposure (min)

(B)
0.4
0.3
0.2
o4 | H H H
0 5 10 1

5 30 45

Acetylcholine exposure (min)

Figure-4 The effect of time dependent ACh expo-
sure on ERK1/2protein activation in neutro-
phils. Cells were treated with 100 microM
ACh for various times from 0 through 45
min exposure . Total cell proteins were iso-
lated and examined for phosphorylated (p)
and total (t) ERK 1/2 expression assessed
by Western-blot (Figure A).Glyceraldehyde-
3-phosphate dehydrogenase (GAPDH) was
assessed as a loading control. The corre-
sponding mean ratio of pERK1/2 : tERK1/2
resulting from densitometric scans is dem-
onstrated in Figure B.

EE2Y. F7, Milgxrurr—Yb a2 ¥
M1, M2, M3ZHEKZEBRT LY. ZoZiid
198E DK A4 DHE, Tabby v olifd~ s b
77 —=VET7EFNT) CTHET S EM3ZHE
%5 L CLTB4 Z U 28 L, < hdifh
K, HEK, HMREKoOA#ERTELTH LT 5H
HL—HT 5%, ZOHTELFIVIY Tl Miilg
X707 7 —VERRMTASELTB4 BN S ES
Ewv) b Sz (Figure-1). 510K
I, e Milaxro7zy—Jid7eFray vick
LR TLTB4 % & A 72 UF v Bkl E W 7 % i
L, tiotropium bromide X7 tF NV a1 > ORlELIZ
£ % LTB4 OB Z70%8H L7z &3 2 i3 7%
Iz,

Tiotropium bromide OG- &k, BHEOKE
3 Wi B 32 B T 1 bronchoalveolar lavage fluid
(BALF) ~® Th2# 4 b4 v Ok L REX
PAE Z BALICHIH] L 72, BALF o> TGF-p1 @i
&, goblet cell metaplasia, & XBEDREHEAL DOFE
B, SFEHOMIE 2 2% tiotropium  bromide % %
B3N/ FEEHECEAMIZHIH & 725, Tiotropium
bromide 1& X 5 IZB2EIZ X B GFHERDAlIi~D HEFE %
IEEEARAER I L, & 512 LTB4, IL-6, monocyte
chemoattractant protein (MCP)-1, keratinocyte-
derived chemokine, macrophage inflammatory pro-
tein (MIP)-1a, MIP-2, TNF-a 7 &® BALF N®DJiX
H 2 P L 729, $FrhEK elastase 12 & A goblet cell

hyperplasia % B B2 b OWFEIC X 5 i TO LA
) tiotropium bromide (2 & o THEH] X F1 726660,
btz tazgoThbE, REMBERER, JE
HRHLRE T d 5 555 FR M Eh S sz
TEFNI)EINRFTITITL4 Y, A= T T4 I
ST AN, S S BN, MHE
o, “FEB 2R L TR A P A oliE
FHEL, EIREORESEICHEL LT\ 5 L g
T&%. ZOXNZXLHFHRBIC K 2 K5I RED
RREE YR RAET L ENHEEING.

4, ZAFCZR_EENALET7EFIAV D
MRAEIER

KEXIZBWTIR, =35 v ZEKIEEIZ KA
%, ~ru 77—, GFEREK, &bk, R A
Jaosm, ) oSERET D S SO, /AL
FE MR, RMESEMII® CRIMIND Z M5 h
TWh, SZETHEMZ a3 & a7 2EG0-20
F U ZHRD subtype ZHEBT LY. —aF VREH
ROBENTF 2B L2IIER TRV E O
D, KA ¥ ZEARORDGIESIEN & )5
F LI, PIEEHERET 2 2 LD
PO, M THE S TWD, Ak O IEARE
M2 SBENL T EF N T) VIZWL O
PERFEET VT, al 20 L CHSEEH %2 56483
A8 2D Lix~ A E 72T o
i 4580, R G B, 4 ¥ 7 VI VW virus &
PR DIIESID THHMIIN TV LSS, Zhb
Din vivo DFFREZEMFABIZ a7 = aF V2R
RoRBIE~Y A< 717 7 — 3 % LPS TH#
L7z & WIZEA & DH TNF-a & high mobility
group box1 (HMGB1) DA% ] L7368,
HIZ=aF 2B RRMANIPIUIEY A P A4 2D
FEEIZE B2 R (B$AIT IL-100 B A1 55
ALNTzb Db BH5A) TNF-o % Z DM RAEE
YA b AHA THBIL6, IL-1, IL-12, IL-18, inter-
feron (IFN)-y O &2 #Pil L 2280890, = a5 »
ZHEROZOPREMER I a7 =3 F V2 /K%
v TN ADOY QT 7 — YTl
TNF-a OBtk 5wz b a7 =2
FUSHERICE L EEZONS. F72RITTO GTS
21 GERW o 7 ZHMRHA) 37 ZolliTo
LPS #ill#12 & %5 TNF-o DM 2 3 L 7292, < 2
07 7 — I NOPRRIEERHICMACTa?7 =aF 5
BAROTEPALIZIME WML T D TNF-a 12 & % in-



T F a3 I X ARGEIIEDHIH 7

tercellular adhesion molecule-1, IL-8, RANTES
(regulated on activation, normal T cell expressed
and secreted), MCP-1D3$H 2 ¥l L 72%. -
T A & AFRAN D JIEMN D e % FHIE$ 5 2 &
PR ENL, 727 v M TOBEIRW o 7 FEHI O
GG IEMRIC X BNk #E %2 TNF-a, MIP-20
WREE P AR R, i SSREH e o> S 75 2 ) L,

ik, hiAKE OFE A 2 Jf] L 7259, Zh o ok
ERHEHFHMWIT = aF VIS M T o
bronectin DEFE 2 W S, Fawe LT, £
COWERF a7 =3 F V ZHMRWIC & 2 P9ENE
H & Pkl remodeling TEH 235 L T\ 4. &Rk
a7 JEAIS< 7 2D~ 7 a7 7 —, ffFhEk
6D MIP-2, fFHEkD#EE, Ecoli 2367
LPSIC & 2 BMEMiBEE 2 HMHl 52 L3RS N
729, fEo T, ZaF rRHFEREHIZT £ F v a
Vo aEDTalZBRENLT, ¥4 M4 2,

HRRIEZ W2 2 H WIS N5.

5. # &

T T3 VIFEGE TR EICEIREARE D S 5
WS N MIRZEWE TH DD % O ERHLRE
RS A MM, FRICAGE S R RMINE, SOREM I
TeFNay yEELE WL, FOTEFILIY
JNEEAN) VB, 2 aF 2B/ RENMLC
autocrine ¥ 721 paracrine " VE L L CIEH %
BT S, TEFLAY) VIZEADY VAR
L CRHE 3 e o &8 5 b Bz il oD S i ke SO,
RS ZHRIE L, =707 7 — VRS X M
fa 2 & 0PI ER, WFrhEk, HBRICH L C LTB4 2ffi4
OHWFEGERFOEARB 25 SR §. HIZT &
FIV 3 IUFRERR RO WL N TR 5
ZLHHEL TS, JEFEHIZTEFLray vo
AR EER 2 BT 5 HEELMBTH D, K
BN, ]ECHEMHORE, A4 s hA v, 7
EWA YOEATRT.

—). TNOLORIELREERT HLANY) V5%
FROVERIC LT, ZhEME R 50 32 LR AR IS
BB ENL = aF V2 HEEEHRIENEH & F8Hi ¢
b, ZOERE a7 =3 F Y ZHERITK o THREES
N5, ZOZHEFRIMER, FFMERP ORI S
ATEFNAY VLo THIHHLEN, a7 =2
F U ZHEROEAL I EE LW E, COPD @ik #
RO EED DB, D a7 =aF VZEED
LB MG R COPD IZBIF 258 X0 KIESL L O

remodeling B} % BEHIAVIF R 5 2 S B FHP
MtEsha, BICAAD) Y2k = aF Vg
KORE XD %KAE, remodeling (2B 5 4 BfEHE
7% 2o OZEAROEEGHBHL NSNS
PEETHS.

S TRECBUT AT F N VI X BRIE, re-
modeling @ HZE X & 2 IEFICH H R iBR T
Lo TWh, M3AAL) VEZEKT V5 TR
I 1& COPD D iBHRICAAE SCIRaRHA & L TIA < i
SN, SHICHRRYUSSEER, ORISR %
HETws, Jiay Y#ITa 5 tiotropium bromide
12 COPD &I B W T AWM EOHE 2 A S
#, 27— Y Mo COPD EH B TILIT-HL b
REDIRT 2B L7259, Zh & DR R tiot-
ropium bromide DHLIIE, PLCLERNHR L —HT 5
B, BIZENS ORFHAPLETHLFIEE) £
Thowv., ZRIZMAT, a7 =3 F r2HEAEOH
FIEVENIZ SIS MR, COPD ORFICB VT,
ZOZHEERORBAVBHTE S NDL Z B WfFE N
5.
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Original
Cholinergic Regulation of Airway Inflammation

Sekiva KOYAMA

Abstract

Acetylcholine is the predominant parasympathetic neurotransmitter in the airways
that regulates bronchoconstriction and mucus secretion. Recent findings suggest that ace-
tylcholine regulates additional functions in the airways, including acceleration of inflam-
mation and remodeling during inflammatory airway diseases. Moreover, it has become
apparent that acetylcholine is synthesized by nonneuronal cells and tissues, including in-
flammatory cells and structural cells. In this paper, we will discuss the regulatory role of
acetylcholine in inflammation and remodeling in an autone and penacine fashion. Fur-
thermore, we will focus on the role of the airway epithelial cells, smooth muscle cells, fi-
broblasts, and inflammatory cells as target cells for acetylcholine that modulates inflam-
mation and remodeling during respiratory diseases such as asthma and COPD.
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Protective Effect of Aprepitant on Gastrointestinal Toxicity in

Patients with Advanced and Recurrent Gastric Cancer

Receiving S-1 Plus CDDP Therapy

Ryosuke HIRANO*, Masato NAKAMURA **, Seijiro YOSHIFUKU*,

Noriaki OTAGIRI*, Kotaro SASAHARA *, Hirofumi KISHIMOTO*,
Yoshiaki KARAKI**, Katsunori TAUCHI*

Abstract

Objective : S-1 and cisplatin (cis-diamminedichloroplatinum : CDDP) are used as first-line
therapy in patients with advanced and recurrent gastric cancer, but gastrointestinal (GI)
toxicities frequently occur and require appropriate management for continuation and com-
pletion of the chemotherapy. Aprepitant, a neurokinin 1 (NK1) antagonist, is a novel antie-
metic that has recently been introduced in Japan and is recommended in the American Soci-
ety of Clinical Oncology (ASCO) guidelines. In this study, the protective effect of aprepitant
against GI toxicity was evaluated.

Methods : Fifty-five patients with advanced and recurrent gastric cancer who were receiv-
ing S-1 plus CDDP therapy (a total of 131 courses) were treated with no antiemetic agent or
conventional antiemetics only (Group 1, 26 patients, 67 courses of chemotherapy);a 5-hy-
droxytryptamine 3 receptor (5-HT;) antagonist and/or dexamethasone (Group 2, 18 patients,
37 courses), and aprepitant in combination with a 5-HT; antagonist and dexamethasone
(Group 3, 11 patients, 27 courses). GI toxicities were compared among the three groups.
Results : The frequencies of nausea, vomiting and anorexia were 35%, 16% and 68%, respec-
tively, in Group 1;and 29%, 5% and 64%, respectively, in Group 2. In contrast, no GI toxici-
ties except for a few events of grade 1 anorexia (11%) were observed in Group 3. The fre-
quencies of rehospitalization or postponed discharge due to GI toxicities were 6% in Group 1
and 3% in Group 2.

Conclusion : Aprepitant significantly reduced the frequency and severity of GI toxicities in
patients with advanced and recurrent gastric cancer receiving S-1/ CDDP therapy, com-
pared to conventional antiemetics or a 5-HT3 antagonist and/or dexamethasone. Manage-
ment of GI toxicities by aprepitant is likely to enable longer continuation of S-1/CDDP ther-
apy, resulting in better therapeutic outcomes.

cause of cancer death. The incidence of gastric

Introduction

cancer is especially high in Eastern Asia, South

Gastric cancer is the second most common America, Eastern Europe and Japan, and annually

*

Department of Surgery, Aizawa Hospital

** Aizawa Comprehensive Cancer Center, Aizawa Hospital
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more than 700,000 people die from gastric cancer
worldwide."? Complete resection is the only cura-
tive treatment, but chemotherapy is commonly
used after metastasis or recurrence since best
supportive care (BSC) has a very poor prognosis,
with survival of only 3 to 5 months.>?

Several recent randomized Phase-III clinical tri-
als (Japan Clinical Oncology Group (JCOG) 9205,
JCOG 9921 and S-1 plus cisplatin versus S-1 alone
for the firstline treatment of advanced gastric
cancer (SPIRITS) trial) in patients with advanced

57 have supported

and recurrent gastric cancer
use of S-1 plus CDDP as a firstline combination
therapy. However, this therapy causes frequent
gastrointestinal (GI) toxicities such as anorexia
(72%), nausea (67%) and vomiting (36%), and appro-
priate management of these toxicities is necessary
for continuation and completion of S-1/CDDP ther-
apy. Prophylaxis and management of chemothera-
py-induced GI toxicities requires development of
new antiemetics with novel mechanisms, in addi-
tion to new coverage systems of medical insur-
ance.

Aprepitant (Emend® capsule) is a neurokinin 1
(NK1) antagonist that is recommended as an antie-
metic agent in the ASCO guidelines.’ Aprepitant
has been available for use in Japan since Decem-
ber 11, 2009. We evaluated the protective effect of
aprepitant against GI toxicity.

Methods

The subjects were 55 patients with advanced
and recurrent gastric cancer who were receiving
S-1/CDDP combination therapy (a total of 131
courses), including 26 who received no antiemetic
agent or only conventional antiemetics (Group 1),
18 who received a 5-HT; antagonist (granisetron)
and/or dexamethasone (Group 2), and 11 who re-
ceived aprepitant in combination with a 5-HT; an-
tagonist (granisetron) and dexamethasone (Group
3). Patient background (age, sex, comorbidities, ad-
vanced or recurrent status, type of recurrence,
and histology) and GI toxicities (nausea, vomiting,
anorexia and rehospitalization) were analyzed ret-

rospectively and compared among the three

groups.

Conventional antiemetics included metoclopra-
®), domperidone (Nauzerin®) and
)

mide (Primperan
prochlorperazine maleate (Novamin Nausea,
vomiting and anorexia were assessed based on the
Common Terminology Criteria for Adverse
Events version 3.0 (CTCAE v3.0).” Patient inclu-
sion criteria, the S-1/CDDP therapy regimen, and
the detailed schedule for treatment with CDDP
and antiemetics in Group 3 are shown in Tables 1,
2 and 3, respectively.

The definition of rehospitalization in this study
was re-entry to hospital due to GI toxicities them-

Table 1

= Patients with a radiological or histopathological diagnosis of
advanced gastric cancer

= Eastern Cooperative Oncology Group performance status (PS) <2
-Life expectancy 212 weeks
=Adequate bone marrow function

(hemoglobin > 8.0 g/dl, WBCs 2,500 - 12,000/ ul, platelets > 80,000
/nl)
= Adequate liver function

(total bilirubin < 1.5 mg/dl, AST and ALT <100 1U/I)

= Adequate renal function
(BUN < 30 mg/dI, serum creatinine < 1.5 mg/dl)

Table 2

TS-1:80 mg/m2* 21 days

!

drug holidays 14 days

day 8
CDDP
60 mg/m2
intravenousl|
*Three initial doses of TS-1 were established according to body surface area (BSA) :
BSA < 1.25 m2 : 80 mg/day
BSA 1.25 m2 to < 1.5 m2 : 100 mg/day
BSA21.5m2 : 120 mg/day
Table 3

Inpatient Treatment

Outpatient Treatment

Day 1

Aprepitant (125 mg) oral dose 1 hr
before CDDP

Granisetron (1 mg) +
dexamethasone (13.2 mg)
intravenous infusion 30 min before
CDDP

Aprepitant (125 mg) oral dose 1 hr
before CDDP

Granisetron (1 mg) +
dexamethasone (13.2 mg)
intravenous infusion 30 min before
CDDP

after breakfast and lunch

Day 2 Dexamethasone (8.25 mg) Aprepitant (80 mg) oral dose, similar
intravenous infusion, 8:00 AM time to Day 1
Aprepitant (80 mg) oral dose, similar | Dexamethasone (8 mg/2 doses/day),
time to Day 1 after breakfast and lunch
Day 3 Dexamethasone (8.25 mg) Aprepitant (80 mg) oral dose, similar
intravenous infusion, 8:00 AM time to Day 1
Aprepitant (80 mg) oral dose, similar | Dexamethasone
time to Days 1 and 2 (8 mg/m? dose/day), after breakfast
and lunch
Day 4 Dexamethasone (5 mg/m? dose/day) | Dexamethasone
after breakfast and lunch (8 mg/m? dose/day), after breakfast
and lunch
Day 5 Dexamethasone (5 mg/m? dose/day) | Dexamethasone

(8 mg/m? dose/day), after breakfast
and lunch

Day 6

Dexamethasone (5 mg/m? dose/day)
after breakfast and lunch
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selves and to any secondary effects related to GI
toxicities (such as dehydration and fatigue). The
definition included rehospitalization for outpatients
and postponed discharge due to GI toxicities and
secondary effects for inpatients. The need for re-
hospitalization was determined by care doctors
and primary doctors.

Results

In Group 1, 26 patients received 67 courses of S-
1/CDDP therapy, mainly from November 2006 to
July 2009. In Group 2, 18 patients received 37
courses of S-1/CDDP therapy, mainly from July
2009 to January 2010. Of the patients in Group 2, 2
(4 courses of therapy) received a 5-HT; antagonist
alone without dexamethasone. Grade 1 anorexia
was observed once in each of these 2 patients. In
Group 3, 11 patients received 27 courses of S-1/
CDDP therapy from January to April 2010. The
patient background (Table 4) did not differ among
the three groups.

In Groups 1, 2 and 3, anorexia was observed in

tively ; nausea occurred in 24 (35%), 11 (29%) and 0
courses, respectively, and vomiting occurred in 11
(16%), 2 (5%), and 0 courses, respectively. Thus,
neither nausea nor vomiting was observed in
Group 3. Comparisons of the frequency and grade
(CTCAE v3.0) of anorexia, nausea and vomiting
among the three groups are shown in Figures 1, 2
and 3, respectively. Rehospitalization or postponed
discharge due to GI toxicities occurred in 4
courses (6%) in Group 1 and in 1 (3%) in Group 2,
but in none in Group 3 (Figure 4).

80
70 68%

(o3
>

60
50
40
30

20 11%
o e

groupl group2 group3

m Grade 1:  Loss of appetite without alteration in eating habits
Grade 2:  Oral intake altered without significant weight loss
or malnutrition; oral nutritional supplements indicated
Oncol. 2008;9:215-21. u Grade 3:  Associated with significant weight loss or malnutrition
72%(30%) (e.g., inadequate oral caloric and/or fluid intake); IV fluids,
tube feeding or TPN indicated

Koizumi et al. Lancet

46 (68%), 24 (64%), and 3 (11%) courses, respec- Figure—1
40 35%
35 I 29
%
Table 4 30 - —
Groupl Group2 Group3 25
Age 67.7(51-84) 62.8(38-79) 57.4(27-74) 20
15
Sex
10
Male 50(74%) 26(70%) 14(51%) 5
Female 1726%) 11(30%) 13(48%) 0%
Comorbidity groupl group2 group3
Cardiovascular diseases 6(9%) 5(13%) 13%) [ Grade 1: Loss of appetite without alteration in eating habits
Respiratory diseases ] Grade 2: Oral intake decreased without significant weight loss,
Koizumi et al. dehydration or malnutrition; IV fluids indicated <24 hrs
Renal diseases Lancet Oncol. u Grade 3: Inadequate oral caloric or fluid intake; IV fluids,
. L 2008;9:215-21. tube feeding, or TPN indicated 224 hrs
Other gastrointestnal diseases 67%(11%)
Otolaryngological diseases 3(4%) 3(8%) F r 2
i —
Neuropsychiatric diseases 10(14%) 4(10%) 2(7%) gU e
Advanced cancer 60(39%) 29(78%) 23(85%) 20
Recurrent cancer 7(11%) 8(21%) 4(14%)
16%
Type of recurrence
s ]
Local recurrence
Lymph node metastasis 5(7%) 2(5%) 2(74%)
Liver metastasis 2(3%) 3(3%) 2(74%) 10
Lung metastasis
6%
Peritoneal metastasis 3(8%) 5 -
Others
i %
Histology 0
0
Pap (papillary) 5(7%) 3(8%) groupl group2 group3
Tub (tubular) 22(32%) 10(27%) 4(14%) [ Gradel: 1episodein 24 hrs
§ X ] Grade 2:  2-5 episodes in 24 hrs; IV fluids indicated <24 hrs
Por (poorly differentiated) 30(44%) 17(45%) 14(51%) Koizumi et al.
Sig (signet-ring cell) 4(6%) 3(8%) 2(7%) Lancet Oncol. u Grade 3: 26 episodes in 24 hrs; IV fluids, or TPN indicated 224 hrs
2008;9:215-21.
Muc (mucinous) 3(4%) 36%(4%)
Unknown/others 3(4%) 4(10%) 7(25%)

Figure-3
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10
9

7.5%
8
7
6
5
4 3%
3
2
1

0%

0

groupl group2 group3

Frequency of rehospitalization due to reasons related to Gl toxicities
after discharge (%) (including postponed discharge due to reasons
related to Gl toxicities for inpatients)

Figure—4

Compared to Group 1, antiemetic treatment pro-
tected against vomiting in Group 2, but failed to
prevent milder GI toxicities characterized by nau-
sea and anorexia. In contrast, combination treat-
ment with aprepitant prevented GI toxicity com-
pletely, except for 3 cases of anorexia (11%).

Discussion

Nausea and vomiting are induced by stimulation
of the vomiting center (VC) located in the medulla
oblongata. Chemotherapy-induced nausea and
vomiting (CINV) is thought to involve four main
stimulation pathways: 1) anticancer drugs or their
metabolites in the circulating blood or cerebrospi-
nal fluid directly stimulate the chemoreceptor trig-
ger zone (CTZ) as emetogenic substances, leading
to VC stimulation ; 2) 5-HT; receptors or dopamine
D; receptors in the upper GI tract mediate activa-
tion of the VC through the afferent vagus nerves;
3) serotonin or substance P released into the circu-
lating blood binds to receptors located in the CTZ,
leading to VC stimulation, and 4) sensory or psy-
chogenic factors stimulate VC through the cere-
bral cortex pathway (Figure 5).%

CINV is classified into the following three types
based on the onset: 1) acute nausea and vomiting
that occur a few minutes or a few hours after the
initiation of anticancer drug treatment and usually
disappear within 24 hours; 2) delayed nausea and
vomiting that occur more than 24 hours later ; and
3) psychogenic (pretreatment) nausea and vomit-
ing that occur even prior to chemotherapy due to

the memory of previous vomiting or anxiety. '

!

N

Steroids
J/ Anticancer drug
va and/or
l metabolites

v Chermical transmitters v___
Hormones etc. psychogenic
factor
Anxiolytic
etc.

{ Steroids
¥

‘ Vomiting center (VC)  E— Nau.s.ea -
Vomiting

Figure—5

Serotonin

|
X x
5-HT3 receptor D2,receptor etc.

5-HT3 receptor

Figure 5

The mechanism of delayed nausea and vomiting
is not fully understood, but binding of substance P
to the NK-1 receptor is considered to have an im-
portant role in the pathogenesis.'"'? The antie-
metic effect of aprepitant through blocking of
binding of substance P to the NK-1 receptor has
been shown in several studies, including Phase-III
randomized control trials."> Qur results are sup-
portive of these previous findings.

The frequency of acute nausea and vomiting is
significantly reduced by 5-HT; antagonists, but
amelioration of delayed nausea and vomiting has
not been achieved.” Acute nausea and vomiting
has the most significant impact on quality of life in
patients treated with anticancer drugs such as
CDDP,'® but the frequency of delayed nausea and
vomiting observed more than 24 hours later is
greater than that of acute events.” In this study,
vomiting was significantly ameliorated with the 5-
HT; antagonist. However, the frequency of nausea
or anorexia was not reduced, and these are the
most common adverse events that affect medica-
tion compliance.’¥ Therefore, appropriate care not
only for vomiting but also for nausea and anorexia
may enable longer continuation of chemotherapy,
resulting in more favorite therapeutic outcomes.'?
Strategies to reduce CINV in the delayed phase
may also reduce healthcare utilization and costs.?”

The 2006 ASCO guidelines recommend use of
aprepitant with chemotherapy agents with a high
risk for vomiting, such as CDDP (Tables 5 and 6).¥
The Multinational Association of Supportive Care
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Table 5
Emetic Risk Agent
High Carmustine CisplatinCyclophosphamide > 1500
(>90%) mg/m2Dacarbazine DactinomycinMechlorethamine

Streptozotocin

Moderate Carboplatin Cyclophosphamide < 1500 mg/m2
(30-90%) Cytarabine > 1g/m2 Darubicin
Daunorubicin Doxorubicin Epirubicin
Ifosfamide Irinotecan Oxaliplatin

Low Bortezomib Cetuximab Cytarabine < 1000 mg/m2
(10-30%) Docetaxel Etoposide Fluorouracil
Gemcitabine Methotrexate Mitomycin
Mitoxantrone Paclitaxel Pemetrexed
Topotecan Trastuzumab

Minimal 2-Chlorodeoxyadenosine
(<10%) Bevacizumab Bleomycin Busulfan
Fludarabine Rituximab Vinblastine

Vincristine Vinorelbine

ASC02006

Emetic Risk of Int I
Agents

Kris et al. American Society of Clinical Oncology
Guidelines for Antiemetics in Oncology: Update 2006. J
Clin Oncol 2006.

Table 6
Emetic Risk Antiemetic Regimens and Schedules
High 5-HT3 serotonin receptor antagonist
(>90%) Dexamethasone 12 mg
Aprepitant 125 mg
Moderate 5-HT3 serotonin 5-HT3 serotonin
(30-90%) receptor antagonist | receptor antagonist

Dexamethasone 12 mg

Aprepitant 125 mg or

% | Dexamethasone 8 mg

Low (10-30%)
Minimal (<10%) Prescribe as needed

* For patients receiving a combination of an anthracycline and cyclophosphamide
ASCO02006
Drug regimens for the prevention of chemotherapy-induced emesis by emetic risk category (see Table 5)
Kris et al. American Society of Clinical Oncology Guideline for Antiemetics in Oncology: Update 2006. J Clin Oncol 2006.

Dexamethasone 8 mg

in Cancer (MASCC) and the National Comprehen-
sive Cancer Network (NCCN) have issued similar
guidelines recommending aprepitant for antie-

21)

metic treatment.?’ This study supports the antie-
metic effect of aprepitant recommended in guide-
lines published outside Japan.

A weakness of the study was our inability to
perform rigorous statistical analysis because of the
retrospective nature of the study. Since the Can-
cer Therapy Center at our hospital was estab-
lished on May 1, 2006, the chemotherapy regimen,
treatment and evaluation have been well con-
trolled in terms of consistency. However, prior to
this date, there was some inter-individual variabil-
ity in these factors among GI doctors, GI surgeons
and primary doctors. Even given this weakness,
the results of the study strongly demonstrate the

antiemetic effect of aprepitant.

In conclusion, aprepitant in combination with a 5
-HT; antagonist and dexamethasone significantly
ameliorated GI toxicity in patients with advanced
and recurrent gastric cancer receiving S-1/CDDP
therapy, compared with use of conventional antie-
metics or a 5-HT; antagonist and dexamethasone.
Appropriate management of GI toxicity with
aprepitant may enable longer continuation of che-
motherapy, resulting in greater efficacy of the
therapy.

Note

An abstract of this study was presented at the
48" Annual Meeting of the Japanese Society of
Clinical Oncology in 2010.
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Efficacy and safety of Ceramide Cream for Skin Toxicity of
Cetuximab with Advanced Colorectal Cancer

Harumi Kamikawa, Masato Nakamura, Kazue Igarashi, Junko Kimura,
Akemi Sasaki, Emiko Imai, Mai Shiohara

Abstract

Background : Cetuximab, a chimeric anti-Epidermal Growth Factor Receptor (EGFR) anti-
body has shown efficacy for KRAS wild type Advanced Colorectal Cancer (CRC) regarding
tumor control and patient survival. However the use of Cetuximab has been hampered by
dermatologic toxicities in more than 90% of patients. Skin toxicities impact quality of life
(QOL) and decrease patient motivation for continuation of treatment, both of which may af-
fect clinical outcomes. Although pre—emptive skin treatment helped prevent skin toxicities,
a significant proportion of patients needed to stop Cetuximab due to skin toxicities. Man-
agement of skin toxicities is essential to ensure dose intensity and maintain QOL. Cera-
mides, a complex group of lipids present in the stratum corneum, play an important role in
the regulation of skin water barrier homeostasis and water—holding capacity. It is reported
that skin disorders which have a diminished barrier function present a decrease in total ce-
ramide content, and formulations containing some ceramide supplementation could im-
prove disturbed skin conditions. In the case of Cetuximab, we suspect the decrease of cera-
mides may be the cause of the skin disorders. We conducted a pilot study to investigate the
effects of ceramide cream on skin toxicity due to Cetuximab.

Methods : Eligible patients had CRC and uncontrollable dermatological symptoms in their
faces caused by Cetuximab, in spite of pre—emptive skin treatment (prophylactic antibiot-
ics, skin moisturizer, sunscreen and topical steroids). Ceramide cream was applied twice
daily to the face when they were washing. Patients filled out a questionnaire with a Visual
Analog Scale (VAS). They were asked to judge the severity of dermatitis acneiform, dry skin
and pruritus at the point of baseline, 1, 2, 3 and 4 weeks after treatment. Statistical analy-
ses were performed by paired t test.

Results : Ten patients with skin toxicity caused by Cetuximab were enrolled in this trial.
Two patients could not continue Cetuximab due to aggravation of paronychia. Severe ad-
verse events due to ceramide cream were not observed. Median scores of VAS of baseline, 1,
2, 3, and 4 weeks were 34, 52.5, 37.0, 35.0 and 21 in overall skin symptom (p=0.051) ; 39.5,
59.5, 41.5, 43.0 and 28.0 in dermatitis acneiform (p =n.s.) ; 46.0, 47.5, 29.0, 27.0 and 19.5 in
dry skin (p=0.03) ; and 9.0, 15.5, 17.5, 11.0 and 8.0 in pruritus (p =n.s.) respectively.
Conclusions : Ceramide cream was well tolerated and demonstrated a tendency for thera-
peutic effect, especially for dry skin.

27



Medical Journal of Aizawa Hospital Vol. 11 (2013)

B &

MERPE MRS 85115 129 - 32 (2013) 29

$Ehk Black Blood Imaging (2381} %
T1 Flair-SPACE D 3B Hia)

REEAM, WINEE, HAaR, M bk, BT, PEEs, DD

g B

SAEIR T 7 — 27 O MRI AW BWT, 3D ¥—4 v A (MP-RAGE, SPACE) 124KV 2 —
AT —=FWEENTEET, ZWHROFMEICL Y 75— OFEMEAFTLEIENTE L., L2
L, MP-RAGE ZIMENERF2KRAEL, TI-SPACEIZa Y S AMETFE W) MEND -
2. InNs0%EZM LKL 72912 T1 Flair-SPACE % H Wik 5O Mat & sl 72,

F#HTR, T, TETTIZ v b5 X b & 21F, Flip angle mode % PDvar, Constant
60, 100, 140deg & 2L &+, 77 ¥ F AMWi{EA 5 SNR, CNR Z#ll5€ L7z, Hiic® Flip angle
mode ICEHART VT4 T LT 7 MA%ZETPS2, 3L sE7Hgritv, BEXRT V
F 4TI X A WD S IEHEEIZ X 5 blurring O FHl & MAE A EE L kD S A I
\2X %5 BBRIROF, 77 ¥ FABBREISIIMEFEEFWMETT T 7 4V H—T712 X 5 blurring
D % 4T - 7.

PDvar & Constant ® Fi@E 5% K35 &, SNR * CNR I& Constant 2585\ %%, BB ##,
blurring ®#iZ PDvar D55 <, ETPS212952 ¢ T, EHIZBBRIENEL LY, F
T2 W R O FE S 5 728, PDvar ETPS 2 1%, T1 Flair-SPACE (2BU) % R4
& %o 72, T1Flair-SPACE (&, SBIR7 5 — 27 O MRIZHI2B W THR ZIRBEEEZD

nrz.

Key words : SPACE (3 Rte® A>T d—i%), PDvar (7@ b >A]ZE), Constant (7

oy TRERZICHKS UERE

AICEE), Variable Refocus Flip Angle (R]ZE

BEINER 7 ) v 7A), Black Blood ¥)R (M&ESHIHIXHR)

ECBHIC

B RSB OFEIR 77 — 27 1%, MENED
RoER MR 72T 2T TERL, TOMEErSH)
WREERNC X 2 BEZEZ SIET 2 HME 2B, 2O
%, MRIIRH#PHIOF A T 1 508 i g C mifs o 2R
THBIR T 7 — 27 1&, BHIRZEARIC X 2 iR M9 o &
T AERESEBC EFREShTE )Y,
MRIMRAN & 2 EHBR 7 7 — 7 O Rl 13 R -5
%VGZ{;}%ZB)_

SHENIRIE 22 B 0§ 5 MRI AT IC B W T, 1
BNIED MW7 21K F 24 5% Black Blood Imag-
ing (BBD) #:#BHL7Z22D#REN KW TDH S
A%, 3D k% #: (MP-RAGE'), T1-SPACE"" % HJ
Wbk, R 2— 57— 5 IR X %% Wi FaE sk
DEIZIZ X 5 L )il 7 75 — 7 OILRES W25 B
Ehb. LaL, #iE¥ko 2D Spin Echo Z:0#k{g &
H#E LT, MP-RAGE X IEPEDE 55T 5
MY, TI-SPACEIXZT1 ¥ bJ A MK
WE W) ESAH -7 (Fig. 1A, B).

HAER: AW RS SMHERE RS2 Rt > ¥ — : Daiki FUKAZAWA, Hiromasa TAKIZAWA, Eiji FUJIKURA,
Toshimitsu SUGANUMA, Naoki YANAGISAWA, Kazuhiro OGUCHI, Radiology and Diagnostic Imaging Center, Aizawa

Hospital



30 TREEAHE i

Fig. 1B T1SPACE®O> hZ X & BBRIR

GHEL L, ChOoOMERZYEL, HHHIRS
=7 DILFERZW 2179 729012, 3DwBEED
T 1Flair™-SPACEZ# Hlwa Z & TT1a v 7
A b & o)k &4, Variable Refocus Flip Angle

(VRFA) % Turbo factor & o 72#fg/85 £ —
¥ DT X B IMAE NS5 DT (Black  Blood
ME) R, (ZF (blurring) =KL T, SRS
7 — 2 MRI WA D R#HRIG G502 M Lz TH
5T 5.

FDT 1 FLAIR (fluid attenuated inversion recovery).
SE#:o T1WILIZH~R, SNR (B5HE) BXO
CNR (2 F5 2 MMETIL) 2E05Z L2 HIGE
L7z —r VA,

MER - Hik

SIEMENS #1:# Magnetom Avanto 1.5T Head,
Neck Matrix Coil & HEL7 7 4 > %1 #190-401%!
77 v MAawMMHLZAZ TR: 1400ms, TI: 580
ms, TE :2Ilms, Bw :592Hz/Px, Ave: 1.4, Ji
W B R B 5 30 P H, FoV : 240mm, resolu-
tion : 256 X 210, Excitation : Slab-sel D ¥ 5 T,
Flip angle mode # PDvar”#?, Constant®60 (I
fi%f4) 100, 140deg L&A LEE/27 7 ¥ T+ AWi{EH

5SNR, CNRZHIE L. 77 ¥ o L lsk
TR RS 5 4 7 % echo trains per slice
(ETPS) 2, 3 LZL3ETHFEITY, HEIC X
% blurring @ FFAli GEF 5 B, 725 H S BB 5
% C 3BT O Bii7zwv AL RRHUD

X T SMCHYD) EMERE S ke oo
Y b7 A MHIZ X % BB AR ORI & 4T % o 7.
77 Y bABENPSRETRETTT A NA—T
12 & % blurring OFHli %477 - 72.

EDT ) WI I k S 17z full  automatic  Variable
Refocus Flip Angle.

E)Variable Refocus Flip Angle 24 23 5 L CTHIN
L, ZO#HEE LR FA ICHE.

S

77 v bAEEICE S SNR#lE TIE (Fig. 2
A), PDvar & Constant & JL#% L, SNR 23K <,
ETPS O fE v v SNR %78 L 72, Constant
I, VRFA# EIF A3 EEWSNR #/8 L, ETPS
OB % SNR _EFE D% Hh o 72,

77 Y bAEEIZL S CNRMlE TIE (Fig. 2
B), SNR & [Al £k (2 PD var 73K <, Constant i&
RFA % EIFA Z & TCNR 3N L 7-.

j
ol
I

Fig. 2A 77> hLIBREHC £ B SNR BIER

Iad] Whabes LHS

— CNR =SNRI1-SNR2

p— E- SNR1:Gd1
(T1482.5ms,T2 117.4ms)
SNR2:Water

(T14025.1ms, T2 1213.3ms)

Fig. 2B 77> MAREC & 3 CNR BIERR



HBhk Black Blood Imaging (2351} % T1 Flair-SPACE D3RR 5 31

Table1 fREIC L 3 blurring DTl
PD ver Con 60 con 100 Con 140
il | O | O | & | O X AN X X
2 | O | O | & | O X AN X X
B3| O | O] OO | A& A X X
iEpla | O | O OO | A& A X X
EFS | O | O | & O | A& A& X X

HE 12 X 5 blurring @ & ffi T & (Tablel),
PDvar iZ ETPS 2, 3 4% Con60Tix ETPS 3 T blur-
ring A% H 3. 72 72 »* - 7z. Constant 100, 140°T 1%
ETPS 2, 33LiZ blurring 2H .- 7-.

MWL ke pa >y b5 2 MEIZX % BB
ETix (Fig. 3), PDvar 1% Constant & lbNE
WL BB &4 % 7R L, Constant i VRFA % T 1F
% Z LT BBARIRMH L 7.

BEWE 7T 7 74 VA — 712 % % blurring ®
A Tix (Fig. 4), WM OME 5L, PDvar
< Constant 60< Constant 100< Constant 140 JIf T
5 <, Constant TIZETPS2253 X V) E B iR EEAS
RRLENDS, PDIZ3DIEHIVKREL EH L. &
DfE IR (Fig.5),

ETPS 2 Tid, Constant 60 < PDvar < Constant
100 < Constant 140, ETPS 3 Tix, PDvar < Con-
stant 60 < Constant 100 < Constant 140 ®JI{ T,
ETPS @ Z AL 12 £ v» PDvar 12 1T ZE AL %2 v 23,

EEE

L

Fig. 3 MEREEHEBENTL FT X MEICLS
BB %5

=.1. ]'Fu‘l[ ,. [rr]

= =i

-

Fig. 4 E5@E 707 74 I)H—TIZ& 3 blurring
DT

=

AjT AEE

Fig. 5 ES@E 70774 IIH—TIZ& 3 blurring
D (Table 5 DALILK)

Constant IZEBAN & R TEZHREI3 LD 213
I AMET L7,

z 5

Constant 1, /& WSNR-CNR %= £ L, VRFA
%60deg l2THZET, TI1IY M A MIETT
2%, BBRRDPE L kofe. REMEZELSTEHS
E12& b, Pseudo Steady State (PSS) (Fig. 6)
7%, ETPS312¢ 52 &2 X Y blurring 25
EN 5728, Constant Tld60deg, ETPS 3 3% &
St o,

PDvar X SNR - CNR 23R\ 28, PSS & 722 1)
E50E% VRFA IZBHET 2 L) &t LTw

Finncrled Sesiull Evituilios
CE
L [

'
5 EH
-
HOPIARLLUTED Sslal
2
_._i'

[ 1
L= LN
z ! "
= W I.IJ_’_,-""A\_ .
=4
c: =i \"\. L "\.\"‘ ™,
(gl | N | ey
o Vs ' R N e
By g i80 P a5 0 5 W 1% A 0
W raf L L
Congant 1o Asge [N degrees
im0 ] =
— 1@ i
] 1
L] ; é [l E\k_ - o
2 1 1 ;‘.‘ % =y
1] i B :‘\\
18 | §ud '\
:m | § \
& i E LI
s R 1 & M
ol | | i = -
] Same = RN T : Lo
P 5 100 15 A0 250 ) 0 5 D 150 X8 35D

TME [res]
Fig. 6 Flip angle mode DiFEFZE(L

TIE b



32 [ESE PN

% 72%, ETPS ®ZALIZE W blurring 13 F ) £
b <, Biiizkedorz.

¥7:, BB#I#RIZ, VRFADZMAETICL Y E
¥ 0, turbo factor % W IZELH T 5720,
PDvar Tlk ETPS 2 2SR M4k & 72 - 7.

PDvar & Constant ® E# 5 h % K § 5 &,
SNR - CNR & Constant %% & 25, BB )%, blur-
ring ® ¥l iE PDvar ® 5% <, ETPS2123 %
LT, EHIZBBRIRNEL 20, F R
DR 3 M E NS 720, PDvar ETPS31E T1
Flair-SPACE (2 B1) % Rt 5l & o 7z.

O

T 1 Flair-SPACE Z v, BiFZT12a > b5 A
b, BIFRIMENE SRR, B X FT o
155 2 DT E L REHAGEMERE Lz, Kk
i, SEIR 75— 2 © MRI ZWi2B W TH I 28k
Bt Ez ohi:.

5 A3HE

1) IHEW, SO, BRAT, SUEAT, BB
&K, MHAANL  RERE L G2 oL Bk
MALEREZ R E LT MRIZEZ2AEET
7 — 7 O OBLRIZOWT  SHEIR % 2.
RE%:  46(5) : 523-529, 2006

2) SUREA=, NN, ER—47, SH—-, IhH
EW, mARE, PRESK, THETS, KHR, B
AR RSB IR A (XS B ARG AN
T T — 7 AT BB IR ZEAE (239 B Bk

3)

4)

5)

6)

7)

WS IR IR BEMT (CEA). IRAF % 48(1): 61—
65, 2008

ARG, MIlkE—, EOBZ, EEIESE, 5
i, AW, SR, PR @ SE)k 2
7 v NREMTOMBRERE  MRIIC L 57T —
7 VEIRFEMN & distal protection device & o RHH,
JNET : Journal of Neuroendovascular Therapy
3(1) : 3-9, 2009

Mugler JP 3rd, Brookeman JR : Three-dimensional
magne-tization-prepared rapid gradient-echo im-
age (3D MPRAGE), Magn Reson Med 15(1): 152—
157, 1990

JP Mugler III, B Kiefer, JR Brookeman : Three-Di-
mensional T2-Weighted Imaging of Brain Using
Very Long Spin-Echo Trains. ISMRM 687, 2000
Tomohiro KOMADA, Shinji NAGANAWA,
Hiroshi OGAWA, Masaya MATSUSHIMA, Seiji
KUBOTA, Hisashi KAWAI, Hiroshi FUKATSU,
Mitsuru IKEDA, Minako KAWAMURA, Yasuko
SAKURAI and Katsuya MARUYAMA : Contrast-
enhanced MR Imaging of Metastasis Brain Tu-
mor at 3Tesra: Utility of T1l-weighted SPACE
Compared with 2D Spin Echo and 3D Gradient
Echo Sequence. Magn Reson Med Sci 7:13-21,
2008

Katherine T. Scott, Ph. D. & Stuart H. Schmeets,
BSRT (MR), Siemens Medical Solutions, USA:
SPACE: An Innovative Solution to Rapid, Low
SAR, T2-Weighted Contrast in 3D Spin Echo Im-
aging. MAGNETOM Flash No. 2 92-95, 2005



Medical Journal of Aizawa Hospital Vol. 11 (2013)

m &

MERPEFHERE 85115 133 -35 (2013) 33

CHEETHIMIZEBF 5320%] Area Detector CT O H

FR—IRE, AR, A ARETER ™, /NCTRINE*, Ml

=

=

[l ®IZ] 20094E, HBEi2320%) Area Detector CT (ADCT) 288 A i, < T HIM

(SAH) B# MMM 25 M4 #5525 CT-Angio (CTA) ICBEXEbHYOOH 5. 4,
T SAH WRTMARIZ B 1F 53205 ADCT oA Bk % MEt L 72,

(W5 - J7:] 2007~20114E1281F %5 SAH E#231610 ) bl EFIRE SV IE CTA 28fihbh/:
4219260, MEHF L CTA L OHEE K 2 OFE - BEMZRE Lz, F20MENHERO
J—=F% 777V (WA) % CTA TTHEWHEDFHM L 7-.

[#2] ADCT AL Ti&, CTA THIMIEHME L 72hEB11Z20074F © 2 735%4, 20084F © 4
314 TdH o 7278, B ALIRIE20094F © 107424, 20104F : 38 7474, 20114F : 36, 374 T, 4
HREEH LBAATIEIAE CTA 2 VT2, CTA TaFAfi PR 8 7 5 6012 45 #2383
528, WI A IV ARET20 CTA 2173 2 FHIC L 52 ERAIE OB CTA OFE
MEEZONZ, CTATTFHEINS WA L EBROMASNEREEO WA ICKZTHED - 72,
WA PR & % 2 5N 7R CTH IR 2 B & TG S BEEE T - 2R b H - 72.

(%% - &iaw] ADCT A DFEIL CTA O Z20114ETIE97% TH - 72. CTA I H [
XD %05 SAH BEOWIMEHEIZ CTA TREWREL Z 2 b7,

Key words : < HETHM, 3205 ADCT, 7—%>77>7I)v, MEKRS,, CT-Angio

L BHIC

CHETHIMMOE KD 8 ~ 9 BN ANBIIRIEH 2412
550 FbNTBYY, BEHEHETIHERD
WEEED WY, 2oz, FREZICE ) EROE
LZB CT-OICHEFMICEL 2270 v ¥V 7 - AT
WERICE B34 ¥ 7AG8IR - fifrshsY. CT
-Angio 73 b T I OWFIMAICHH TH S &
T HMED R ENTWAEYDY, HBBEIZIE20094E12320
5] Area Detector CT (ADCT) #»%EA SN &HEZ
WizfToTBY, BEMENRERER D 72D DRIIEE

fliASBIAE, WMAFRIEA & CT-Angio |21 & #eb b
DO0H 5. L, BEEIZBITS L P TFHILEED
MR & U COMIME#ig & CT-Angio & DM
LENZTNOMEOR M - BENEME L2, £
72, EBOMENBREOT —F 77 ¥ 7V

(WA) % CT-Angio |2 CTTF MW HED> &9 2 5-ili b
1To7z.

MR ETE

20074E~20114F 2 BT 5 < BT H i E #2314
DI HIME WD 5\ id CT-Angio B Tb 724

* FEAERE A B R SMEE RS2~ ¥ —  Kazuo KAMISAWA, Kazuhiro OGUCHI Naoki YAN-
AGISAWA, Radiology and Diagnostic Imaging Center, Aizawa Hospital
* ok b AP E A\ W FIRE S SR NI PiE#E £ ~ ¥ — | Daisuke SATO, Tetsuo SASAKI, Interventional Neuroradiol-

ogy Center, Aizawa Hospital



34 ER—%

19261 CH A I & TGRS L7z, gt CT-Angio
i, 20074F % 5 20084F 12 SIEMENS £ # EMOTION
6 T20094E2 5 Z 1 # Aquilion One TH 5. ik
WEMEA T4 AK0.5mm (RZ), 1.0mm (SIE-
MENS), & ®E13120kV, EEIKIZ270mA (HH)
ZAb), [nl#E# B 131,58 (2, Volume #x 5%),
0.8% (SIEMENS, Helical #xi). #o#iph L4
& L7z ANIEREIRIC20G OFIRIMG 2 fEfR L&
RN A A 81 3 3708 & v HEE AR & H v
72, Wy A4 3 273 Willis BjIREE D L X)L TR —
FANT v FIEICE ) EEHIFE & R
L 7z. ZIO %L # workstation 2 ffi /I L JC I {% & O°
Volume Rendering i2X W #ZWi&ir-72. —J5, I
B W % 181X SIEMENS £ # Artis BA (Artis
dFA) THEEANE A A 781 3 23008 % H w7z, SI-
EMENS #1: # Syngo Workplace T 3 D-Angiogra-
phy Hifg %5 L 72,

S

1) (Fig. 1)

ADCT #EALLHT T, B2 EIRFE R O 720
DR EERH & L T CT-Angio 258K & L7256 1
20074F : 3544 24 (5.7%), 20084F @ 3144t 4 %

(13%) T - 7=%%, ADCT 3# A LR 1320094 :
424110% (24%), 20104F : 474038% (81%),
20114F : 374h36% (97%) Tdh - 7-.

2) CT-Angio & i #ks % i )5 b AT L 7261 1%
288 T o7z, WiRE L CTIZfREk BRI A 5E b
72b o (fig. 2), MIERAAHELZ S 0, 2k
OFHIi A ET 2 b o, M NERA FE K O 72
DTN Tb DERL o T2,

3) WAIZOWTIRIZE A EDRER T, CT-Angio
WCBWTTFHE SN S M & 2B M5 N IR O fi

100%
80% —
60% —
M angio
@ CT-Angio
40% —
20% —
0% L L L L

20074 20084 20094F 20104 20114

Fig.1 CT-Angio ¥ NO##%

i

Fig. 2 CT-Angio (CT (A) EpARIE & ME D EERE A
HY)EREEBRE;rEONOERE P ITHN
7z, MERS (B) THEREMEINE CZHS
7=

JECTOKRE 23 < M PIEEOMATIC WA 28
FHETE.

zZ 5

MAETMA: & LT CT-Angio 23HifT & L7z lL = 1%
20074E5. 7%, 20084F13%CTd - 72. TN ADCT
HEA SNSRI 6510 MDCT THA % 17> T
BOBWAREEICRT 205035 ) MERE E1T-> T
TmeEzZ N5, L L, ADCT # A 1320094
24%, 20104FE81%, 20114F£97% &4 %4 Feads B L
HUETI35h & DJER) T CT-Angio (2 THIMIFEM L T
WhHZ EAHBL 7.

ME M & LT CT-Angio THHIiCT & 72 2o 725
MM 2§ 5 2 L I12 X A EEAREOBMR, I
Bioorh oo, Wy 4 I v SRR
X % 20l CT-Angio % JitifT L 7= EBIED D - 7.

% 72, CT-Angio & I #GE % W 5 4T L 72
BlZ28%TdH > 72, WERE L CILFFBEE BRI H35E
bh7zbo (fig. 2), HMEHRIAHE b0, %
SR OFM A TS 2 L 0, M PIEEEA] HE D W
DI2DIATb NI DENSL - /2. CT-Angio 12
X Bl - BHIROFHMNE B 5 FEEE W HE & v ) it
b B VDB TR Wi (IS VEid 2 1515
bz,

s HipH 25 Willis BIIR TR0 & L 7=35 6 O3 i
DH A7V B iR 983 o A M R i B IR 9 25 S B0 35 0T B [T
FEWIRE T 52 L THEIE SN S, Martin 5 13 H]
R B R A7 R B IR H B 25 IR BRI D 6 761247
T HERELTVBYDRHMHICB VT H192%
9% (4.7%) \CHFEL 72, 72 T i
HDORI20% 2L FMBNRIE A3 E SN TV D993



< BT HMIZ BT %3205 Area Detector CT DA M 35

]k
1) WEREEETA B354 2009 HARMAETHE,

RAO 60 CAU 22 RAO 58 CAU 20

Fig. 3 CT-Angio T O WA (& RAO60° CAUDAL22°
TH - 7. MERS TId RAOS8" CAUDAL
200 TRIZFOEGIFrH#HIhEBEEIfTTHL
7=.

NHEMWIRETAZEICL D EFEL LIBERSINS
LtEbN5.

(fig. 3) WAL TIXIZE A LDRERITCT-
Angio & DR &R & Al 7 < A NIGHRHT IS
TR TH YD AHTH - 7255, BEFIICHEE
KOMEPLET, MEHRETRI Y a=v 740
HEE DN TERIEH SN CDEDOTIZY T V28]
R ELTHE®ZE S EHEBICHEALENDS H -
7z,

¥

< H BT HIMLEE I3 2 0 2B IRk D 72
DOMPIEFEAMAS CT-Angio IZE &L Y ODOH 5.
CT-Angio OREM D H 55 WA OFPL, HFTHEH
DFHE, KRR S 5 & AWIEEGIE CT-Angio
TRETREEbNS.

2)

3)

4)

5)

6)

‘I EBETHMORIETES.” WEAGRETA K7
£ >2009. http://www.jsts.gr.jp/guideline/185_
186.pdf, (ZH2012-1-10)
Fujii Y, Takeuchi S, Sasaki O, Minakawa T, Koike
T, Tanaka R: Ultra-early rebleeding in spontane-
ous subarachnoid hemorrhage. ] Neurosurg 84(1):
35-42,1996
Yoon DY, Choi CS, Kim KH, Cho BM : Multideten-
tor-Row CT Angiography of Cerebral Vasospasm
after Aneurysmal Subarachnoid Hemorrhage:
Comparison of Valume-Rendered Images and
Disital Subtraction Angiography. Am ] Neurora-
diology 27(2) : 370-377, 2006
Kaminogo M, Hayashi H, Ishimaru H, Morikawa
M, Kitagawa N, Matsuo Y, Hayashi K, Yoshioka
T, Shibata S: Depicting cerebral veins by three-
dimensional CT angiography before surgical clip-
ping of aneurysms. AJNR Am ] Neuroradiol 23
(1): 85-91, 2002
Lehecka M, Dashti R, Lehto H, Kivisaari R, Nie-
mela M, Hernesniemi J: Distal anterior cerebral
artery aneurysms. Acta Neurochir Suppl 107 : 15—
26, 2010
Hoh BL, Cheung AC, Rabinov ]JD, Pryor JC, Car-
ter BS, Ogilvy CS: Results of a prospective proto-
col of computed tomographic angiography in
place of catheter angiography as the only diag-
nostic and pretreatment planning study for cere-
bral aneurysms by a combined neurovascular
team. Neurosurgery 54(6) : 1329-1342, 2004



Medical Journal of Aizawa Hospital Vol. 11 (2013)

B &

MERP R FHERE 5115 137 -42 (2013) 37

o 2 R R O LR RE P TR 9 B
AEC B SCABE R 58 O 3 A S M B &
P RIVESERE O DR IHEIZ B 1T % BEBGR O Wk
TREEZ*, B ORI*, dARSEE
® B

[H] BEREM 2B L v & Wbt T 218 P o 3y R O L IRBE RIS L
T, FEBHEERSH (TMS) LEPIEEREIC L 21I5HMOAR 70 7 7 229 /_L, £

DEMMERN R Z W 50T 5.

[xh4 & J5iE] 20104E 8 H 4520124 3 H £ TIC
BE18H 2R RE Lz, FEEE (1Hz) © TMS % @8 K Eekic 205

ATWGHE H I TYBEI ABE L 7212 M o i

WifT#, 605

OFEFERRE, 607D HTEINMA S % 2EHE 1y a vy LT, 15HMDABHIHAIZ AR

BeH & HREZ B <A H T, FRICThEIT- 72, 1A

FOMMAME, AG0Y
*%ﬁbn:{:{mj%%j& L7.

(QOL) »ZAbZzaHili L7z,

HEHT2 12 EIBREAE,  H RS T ORI
I 6 2 H 1R THRIZTRARD

[ER] @B T a7 I 22 FERRLRIETL, WK T 62 HBET7 + u—1lE
ol E1391% (66%) 72572, LEHRAETId FMA, WMFT, STEF, B CHEEKTHIC
B EERD (P<0.01), TORRIZHEBKT 6 2 Ak F TRkl 7z (P<0.01). )F/Uh
FofHMEE%R~9 MAL, JASMID, VAS # L T QOL #/R3 Euro-Qol ® Score JHH {2

BERFICBERL Ze e (& HITP<0.01) %278
12 P<0.01).

, TR TR 6 IR T TR L 72 (& ?b

(Z42] @R R O LI RERE 2 Sk S 20 L Wil & L TRIGHD

WREEO R S AVR SNz, TR T O IC X 5 ADL O B

TORMEEALTCD T EHRENT.

Key words : f¥izeeh, LISREEEREE, REBEM

, QOL If] Fixf L

SR, EEEA UNEUT—-Y3 >

L BHIC

HARANDFETE N O HF TR ZE A i3 i AE 12 H %
B, FOHRBREIC X ) BEAFERRBIC 72 BRI &
WL TbEWY., FMERIC XD A4 LR
ONBEE, BE6 2 HETIZTI b=1lhbLlwvno
oD H Y, MEPEE O N TIEEREGE
) b ADL O#EFFR QOL Ik & v o 7 MEFFR

MAEEHT MR H 72, —F, EED=2—
QYN F—2a YOHMRIZIY, = EF Y R
HEOVTI AL )RR AU EZHE HDT
L E o 72380 6 » Hkks i o iz vy R - 1 0f
T2 RS EORENE N TV EY., ZOHT
b, KBECEIR U CREGIE & 5 2 5 R BRI
S (BLUF TMS) &, UNEBHHT 52 & T
DOWEREM RS LR L, MEOUGEEICHES T 55

* FEAPEFRE AW FIRERSMENEE ) vk S ¥ A MEBFY ¢ Michihiko ANDO, Koji NAMIKI, Rehabilitation Division, Aizawa

Hospital

o g SRR AN RIS S HERRE IR v ¥ — Y KB 57— 3 YF} [ Hiroyoshi HARA, Center of Stroke and

Neurology, Aizawa Hospital



38 3 S )

WELTIRIEERSNDDH 579, RGHEDIHHE
JEBLE LCid, MR AR o TMS % KIERY
WCHEMT 5 2 & T, WHMKRREERA~N22 2 LR
il %2 JREY S, Mo LRI 2 IS LT
BERIEDH B E VDN TS, BARHIE, Mt
PORERIEOBELL T TH 5720, HRE~DH
HIZITE A LRV, TMS IZ X ) INABEAE S 128
L7zarys4vavilhoc iR, v vy —< v
WX BB L R I L, RO R
RECLE 2 I 005 2 & 25, RIGHOMETH 5.
WRECIE R 224F 8 H & ) WG ERI R E D%
TREGZ O AP SE L 7B EE SUAEE TMS & SR i
FWEICLBI5HE O AT 0 77 47 (LLF
NEURO-15) o I:FEMFFEH#iGE & L TLFED ML
BROKRZGTERENMAE PR BHICEBL TE
7o K70 T I A%, Ykt EUaE 8 AT OE#
PR CHAED MR I N TB Y, FSBHIE T Yk
DR, ZOERIHToTW5E. TRBEESNE
AL S 254 B K6, 2 ORI B DS
FWZ EATRENT WA, HEFERG L T 28105
# L7245, NEURO-15%% 1 ik 35 o b B 1% g bt
EOYFHED A ST QOL [A]_F 55 T ELAF 72 155
PRLTELZOTIZTHRET .

¥ T

20104E 8 H 7 520124F 3 H ¥ T2 NEURO-15T
Rl A Be L 7218 5 10 oo Jis &< v Ry R 5 AR #1384
(BE88%, LMES50%4, FHn64.9=10. 4% (22~84
) ERHE L. BERORMERKIE5.2+4.3
4. EBIAHATE ADL 2SH LWz, K& o
WL, BRI O3 (R & Fhm, FEF) & FHHE) |
Brunnstrom stage (LLF Br-stage) & 12B¢B%H ks
e T A & (LU F12grade) 12 & % B, FIROM
FEIEEOBKR T — % 2 &K 1R L7z, RiEHEOMH
Ak & U Cid, ORZHISRER 1 FDL LfE L

®1 AESNEORKNER

Fik (%) 64.9+10.4
R, %% (%) 64,36
FAED L O (4F) 5.16=4. 33
RGN, NxAEZE )L (%) 53,746, 1
BB, FIEFEFEMNEFE (%) 59,741
Br-stage LJ 4.55+0. 80

T 4.49+0.85
12grade EJi% 9.50+1.51

T 7.90%2.31

D FEFLIL T3 + B .

W5, @k T8 @ Brstage "I ~NVUL E, ®
EERERERIEA T T P — I L L HT ST b
Zr, QR TH L L R A —
), OBEICRBREEN 2V &, OW 50747k
MEEED 2 \WZ & (Mini-Mental State Examination
T26H ), QI NIHT2EMVDHL L, ®
KO MG - WEZ THEMRLTws 2L, ©
ADL 25H ., (OTMS OFgxBdRrnw L (i :
DBIZR—=ZA A= —=HPHA SN TV 5, FHFNE
BOIEFE) TSN T WA, FEMR 1 AEUN D%
BIASLOANN 72D, EBIHZ OIEAEIZFEY L.
BRI N7z - T, SEPICH L CTEBEREL Y
A7 =L Farty s &efiol) 2 CTRIELZE
TW3.
B &
BRETEERBREERN R PO NEY) T—v 3
Y REHED LR, fAHIZ X S NEURO-150D A #E
7o ba—Vic# L7 KBE (1Hz) © TMS
%205 FifT % (FH1200%8), 605 OIESERE, 605
DHEIENPS 2R E 1y varvE L 15
HE o ABERIFE A KRBEH & HIEZ B < 8 H
Hi, FRIZEhEITHI 2L T, AEt22ky v a v
ERRECERL. K1LICZOEBEAT V2 —
9. TMS ¥, MagVenture f:® MagPro R 30
Rz RO, FEREH TR O —E Mg
%% ® Motor evoked potential (MEP) % ARRIZ
FHITE BEMAR RO —JGEBNEF & Uz, J
SR, EEIERME CRIBGTRAZLIC B VT MEP 2 3%
T & B R/NORITLRIE) DI0% & L7z,
FREREIIRR O NFE I, ABERE ISR S8 5 5 BEEL
L7z=—F (fl, ExLFTHEHLTEHE L
V) BN L - B & H NS, SRR I R,
RSP X B BREELRL, N FT TV L —
TAY I ML=y FERTo 72 MEEREICL S
FERERESGEDANC, MBS o THEEE L LA
AL, BITEEOWE R EH AR T 2T 7
O—FHFEBL. FO20OLBRIZBWTIZERY
INIHh B RERIE—H AR 3 & o7z, HED
L—= 7, ) DA RE AE ] O R
TIEEME Lot CFEL7:. BHFEML—=V
JFOWNEE, HEHRBELDNRE O HERLREIG
CTBNCREE L, BEBRDOAR—LIZ 7 HH 4 X
METEALEIHICEHELA. HEN L ==V 7Ol
Mk, —HERI2KME 2275 NREOIT VT4



b B R O b FRCBR B I S5 125 2 AR E OISR 3 R SRR & SR VSR O O IR IS B U iR o 39

1HH 2~3HH 4 HH 5~10HH 11HH 12~13HH 14HH 15HH
Wi A et i At i A~K i K
TMS TMS TMS T™MS s
i AB | R Wy~ | gy | PR
E Al 2l E Al E
A | [ AEmE | [ AEdE | At
TMS TMS TMS T™MS
T | EREREN | Y A T
F1 Al F15:
1 {SSEEREN TMS ) ADBRERS Y1~ (REARDSS)

15 H O ABEHIRSE (1Hz) O TMS #2205 fif T8, 605 OERHARE, 60570 HENMAN 5% 2% 1€
va v ELTRHL, FRICENZNT) 2 &T, GEt2ty g vERLA. AR, BEERICREIMIA . H

BEHIZRAE L7,

Voa YRPEH IS TR RPN B L 22,
HHORRME & U T AR & BB, GHH T
12 Atk 32 Ht, 62 HBICKEMNO R
e, BRI oA A EE, QOL %1k % & L
7o, LIBCRRRERTAN & LT, RRBEOFEREE 2R3 R
L LT, Fugl-Meyer Assessment ® Fi3EHE (DL
TFMA), fiiy ERc#kag A (LT STEF), &
71, Wolf Motor Function Test (BL'F WMFT), 10
W7 A 2RHA L2, BN EROMEHEIZOWT
&, 7Y — MR TEBIMIHE B Z 3 5

ment Scale for Motor Impairment in Daily Living
(JASMID), Visual Analougue Scale (JL'F VAS)
ZEBLZ. IO DORIEFMOBEZ K 2 1R
2. TLABRENTH S =— FIZonTIE, ARk
WZHECL, BEEREOERFRIZOWTIRHA L 7.
HEBREED Y NZOWTIE, HE L Ok &
RO I EE IR b, MR S 7o = — FEfEDO A
WS COMMAZIEL /2. F 7Pz <
SOV NEY)TF—2a VEZITTOWLEER, £
DX T ER MK L THERIRIEZ 7o 72, B~

Motor Activity Log (LL'F MAL), Jikei Assess-

EM A kZBE GBEED 17 Hk, 37 A,

*2 HEEEFHMEOBE

Fugl-Meyer Assessment. (FMA)

i Ze B O SEEBRBE 0 R4 & SR, ISR A 333HH 2 2 E N 3 BeRE CER AT
T 5. B EIE66.5.

Wolf Motor Function Test (WMFT)
< BATREM OX L
- FAS

RS 2 1508 GEBIEH 6 HH, Witk 9 HA) »OMRSRTHY,
BIMOBITRMO ARARELE 45, W2 OBIEOR (FAS) % 6 BB
THE.

Simple Test for Evaluation hand func-

tion (STEF)

Lo, AY— FEI0EEOY 77 A N CTaMli. i RIZ1005

B W E OB %E 3BT oML, ETOFEELILHEHT 5.

1087 2 » TIRBRICEHT24 00852 TX 57210 # L AT, 108 MIAT AT 2 72 55T
- FIgIm A .
- /Y
- Hi i o> [l a4
cFo¥U T

Motor Activity Log (MAL) R IZ BT 2 B O B EEM A 7 — V. HEAETGICIBT 2B o5
- R WS L BIEO- 2 TN ZEN 6 BRI TT v — RIS TEMM$ 5. 70850 4.
- EfEDE

Jikei Assessment Scale for Motor Im-

pairment in Daily living (JASMID)
- HIBH L
- HfED

MAL & RIARIZ R R MRS & SifE DB 2 EBMICFHET 525, 25561
HAOAIFIZE DAL 72N E o T D, 6 BRFETIFI L, 10080 .

Visual Analogue Scale (VAS)

JRE R LB RE I 95 5 THE (AT, A¥— R &) 21040 H TEBMICE
L, TORRIZHENLYT S, AR50,

Euro Qol
+ Score
- VAS

QOL FFHliRETH V), 5HHHH (Score) & BUEFTAfiR: (VAS) @ 2 #R2 HHEK.




40 LHEEEZ

®3 RSEERIEME TMS CEHEY Y NDRERE

PN B BERE 1% A% 3» A% 6 # A

FMA 50.5+9.4 53.9+9, 3%* 52.8+9.8** 53.2+9,4%* 53.5+9.9**
WMFET

BRAT IR (8] D % 55 4.55+1.15 4.24%1.12%* 4.26%1.17** 4.19+1.10%* 4.13£1.10%*

FAS 50.7+12.2 54.5+11.5** 54.6+12.9%* 55.5+11.8"* 55.2+13.2%"
STEF 40.5+29.4 45.4+29,7%* 46.3+29.9** 47.0£29.9%* 47.5+29,9%*
877 OfRssA) 13.6£7.0 14.5+7.2* 14.4+8.0* 14.97.7%* 15.2+8.5%*
1085 A b

Fiamm 8.7+5.8 9.9+6, 2% 9.8+6,2** 10.6+6.6%* 10.3+6.5%*

EiEE ) 17.5+14.5 20.7+18.8%* 19.6+17.5* 22.2+19.9%* 23.7+21.2%"

Hi o [l Py A+ 14.9+7.2 17.3=7.7** 16.8+8.0** 17.2+7.8** 17.4+8.9**

LAY 9.5%9.2 11.8+10.9** 10.7+10.5* 11.0=10.6* 11.2+11.0*
MAL

5 IS 22.8+13.8 29.7+14.9%* 30.0+15.3** 31.0+16.3** 32.6+16.5*"

BfEDH 21.6+13.6 27.9+14.7%* 29.2+16.4%* 29.4+15,8%* 29.9+25.4*"
JASMID

5 S 31.2+22.0 40.7£23.8** 42.2+24.5%* 44.3+24.0%* 43.2+23.6%*

BED’ 34.5+18.4 42.9+20.4** 43.2+21.3** 44.3%£21.4** 44.1+20.7**
VAS 15.5+9.9 21.9+9.8%* 21.2+10.1%* 22.5+10.2%* 21.9+9, 3**
Euro Qol

Score 0.658%0. 284 0.770+0.188** 0.770%0.184** 0.761+0.175** 0.737+0.223**

VAS 69.7+18.1 75.9+17.2* 71.7+19.1 74.3+15.9 72.4%19.5

FRATAAT 1Z Wilcoxon t-test. *P<0.05, **P<0.01

FMA : Fugl-Meyer Assessment, WMFET : Wolf Motor Function Test, STEF : 5 _FIit%aEMA:, MAL : Motor Activity Log,
JASMID : Jikei Assessment Scale for Motor Impairment in Daily Living, VAS : Visual Analogue Scale.

6 » Hk) 121&, MEEEFHELAMCD, BB LT
HEIBOL TR AGIREZFEE LT, AR
T HRERE DAL L7z,

S

I38HDEBNER T O T T L FERER L K
TL, GEETHRE» ARET7+u—1HELE -7
Hix, DI B4 (66%) Tho7z. 6 » A E
T7+4U0—T&X Lo HAE LTiE, =Tk
W, AbE, RFHARSEIZT SN BEERHT O
R E L % £ 31w 7. HEERF O FMAWMFT
(R %17, FAS), STEF, #&J1, 1087 %
b (FEM, 5370, siko RN, & v ¥y 7)
DT RTOEHHIZDOWTABER & e U CTBAL 2 83
il (P<0.01), ZOUWENRIHEHEKTHRO
67 HFTHRmL T (P<0.01). FRFH EHE
O FBHEE %2 FBIWICEHE 5 2 HHE 2B W T,
MAL, JASMID, VAS ®FXT DB TKEDH;
REho7z (£H12P<0.01). QOLICd 5IHH
Tl%, Euro Qol (Score JHH) TiEBEH: BN 7L
H a2 RO (P<0.01), HHEBETHE62HETED
O E R L 72 (P<0.01). — 5 Euro Qol
(VAS) T, BEH o A ICEM 2 %E P
0.05) %R 7z.

X RE D ABERE D = — F % FRBM NI 5T 5

&, F&FREZ, £R060%7%% (%] \CHT 5
HAZF, 44%0 [FH7] Hkiv7z. FER & TR
TO=— NI, &ERD34%H [ZBLEE], 22%0
[PEER]) L7z, JBEEREO = — FERERIE, FH
L NV TOESBEDR 2R D54%, EREIA+572
AR L NV T OMGIEL21%, RESRTED25%T
Hotz. FLFRBRENRIFZE, =— FEEFRIZ
EmWEEIZ R L2z (K2).

i
% ‘ .
f n 2
{ i
%
i
v s '1]

ar atage T fif
2 FIEHEBERIDRRTAF = — FiER R
FIROEEMEI SV — X (Brstage #'V) IEERAL
NIVTHZ— REREN S




N -

TMS &) NofH#E:TH S NEURO-15
& 9144 O WA Py IR L0 L CHEAT L 724G 2,
2L OHEBATZEO LK EZGGE S/, £/220
WERN R DTEHRE T RERD R L T2 &h
5, REEOBOENN L ZEMIREN. —
BB VR o0 P kB R, AN e R i %
9% &0 SR VIEREH FB % HE ARG O
RS AN 25 <, Z o8GR, HEEhY 2 ks
Ml ER MR L, AL 2 KT
ZAELRTWY, RiEHEIE, ISHEOAR T 2”5
DIZE 5T, UNIHEESTE LR F CHEPITHK
JEA _F % ADL CREH S, BRI LR oA
EVo EERBEEERSELZELHMELTY
b, FLRBEHECEIHEN L —= V2 EHLTY
B, IEEOMBEUINCY, BREEDHENL—
= 7R L T2 28 TR EEOAEH
WL BRI T O IEZ 13 h > T b, KRiFHEIC
X o T, BRI F e o SR EE R R0 SR 1
L, SHICHTBREZED ZORRIHHRELZ &2
5, 9 L7 OwEITH L TH ARG
BRIEDD - 722 EATRENT. RERETIRIEERS
o QOL OZEALIZ DT & FEREIIZ 374l L T\
5. EERMAEFEEO QOL ®# % o i T,
QOL (ZBBE oL LI EEE 2T &
NTW2Y. KEFFIZ LD FEAERERE E S L7
Tk, EXHETELBEOHETH L =— FIEKR S
N7z, QOLIEFEExMEI e EZOLN
5.

FRRBEREEICT AU Y F— Y 3 v OWE
T, R R 2 I L, 2RI o R CRRE 1
I S 2k (CTH#RE) 2%, 1274
WCBFATETF A2 (A LmHEFEE LTI L —
FB&LTHRINTWS, —F, #FED TMSIZ
X % EBASRESGE O T, EF DR, filEK
SR RNBERL S — L TR W & v o 723 E D
Ho720, KinE, 2FE 8 HTOEREHIZE W
TH— RSN, VT8 7T A THIED fkh
ThHb. ZTOWHFERSIMALUI100060 %8 2, BEE 4
WA HOBRERBEFEOME T, FMAWMFET GRE
EATRER], FAS) 2BV TEAMZYEE (p<0.001)
RO EWEEIRTVWBEY, JoffETiE, —k
TR 2 (SPECT) % W TAREHRICE %
BXILTE D IOV THGE L 723 b H B, 22

I B R D b JRC BRI S5 V65 2 AR DU RE B R UM & b VS o OF FIRIE 12 B U B iR OBy 41

T, TR I 5 D 18 A 70 34 A3 AN S i

(BA13), BMHLGEIE (BA4), BN, f0
TR, AN T, B AL 22 A 23 A o i B ]
(BA6) , flflld-LvEr il (BA4) , ffil Ozl (BA
3) THDHOLNLEENTWE, ZThLDOHMEDNDS
b, RGEEIEEI O P - FIEREREERE % 0
EHHLWIER L LTOMEEORESIREN
mLEZoHNA5.

KREHEOBEIL, FROMEEIMK 7 —2 (Br
stage FIEAIVLLT) TiE, w7 —x (HVE
b)) EHELT=— FEZERETREHEEZ R L Z
ETH D, ThbHAMEND O BB AT TFR
DB EABLEL, 1|BY, DEAEMEE Vo 72T)
BENEDZAT VW 2356, A& FREThHNIIE
DEHRER, IFF) & FHhE T HIIHEBILFF D
HWEIED, REFEICE > THIBL NV ToM
5, FREIREEICE T HEMICH - 72, KEHE
oI EE I, BEE S E 28T L2188
DBBEVPIIEAETH B0%, KERHIBEE TD YN
Y 7—va OB NRIEERICL > TR
TWz, ZOPIEEENIC o) e 57—
ParvEEZTLIENNRE oI — A DA
iz, HoMEic ks e, 2MWH»S0FRE)
Y TF—2a Y ADBUHATH DL, EHIZAME
WA ST TO A7 — VBERIRIL L 721)
NEY)F—=2ar7ursrzRR LkET S L
D LRRREE I L > THEFE LW~ RIS
ENTELEENTWS., D% ) AR 7%
INEY) T =3 YO ADEREL7WE, HonT
AL % HE T 2 X 9 2B o EAL R SRR FE O
=g —EWeil &k L, ThUBEOREH»S
BBV TORMZIGEHIEH ) 2 e INT
WBRY, =T, KGR O BT 5 EENSA
TH oA, B ORA R EZ I L TEHED X
Y TMS %2 Bl o KEERICE 2T, LB Rg
ENEPNI LT LEOHED D LW, 1BIEIL
MBI B VT TMS OEIL ALK 5
LT, IRTCOAT—=VIZBWTHRIRW R NE
V75— a YA AFEE LTO TMS O NS
mOIMfFcE L LEDLNS.

¥ OB

FEREIY 722 S 258 L v & b i T 218 o i
R R R O FREREICXT LT, TMS &4
RITESEREEIC L A I5H DO AR T 0 775 A % FEhia L



42 LHEEEZ

72, ARBHIC & o TRBRRERE O Yk % QOL @
[ EAED S, TORMBITEHRET 6 » HEEE T
Fime L7z, @A i RS O b e R
U SEDLH L ViR e L TARERO W REN:
DiF EARE NIz,

m&IC

RHFZEDWMEITH 72, THEW 272V 7R
BEFRRFEDIVNEY T — 3 a v RFEED R
IR CEHH L L.

RIEFNTSIN L7 M Belpseeilt - A=, H
MR, HEASE, hili—¥, KBRS, FER
Be, aAHr, HPR, EEEetE, REAA, EEK
H, ez, RETE, B, PR, S
K, TRESEM, SURREF, WERAEDR, 4 oK,
R, mIER, P, ARG, Il
PR, AHEMEKR, Al

Xk

1) KEEBREHEMES. P 224F E R ARG JE A A
OB, JEAG A, 2011-7-12  http: //www.
mhlw.go.jp/toukei/saikin/hw/k-tyosa/k-tyosal0/
dl/gaikyou.pdf

2) Duncan PW, Goldstein LB, Matchar D, Divine GW,
Feussner ] : Measurement of motor recovery after
stroke. Outcome assessment and sample size re-
quirements. Stroke 23(8) : 1084-9, 1992

3) Wolf SL, Winstein C]J, Miller JP, Taub E, Uswatte G,
Morris D, Giuliani C, Light KE, Nichols-Larsen D ;
EXCITE Investigators. Effect of constraint-in-
duced movement therapy on upper extremity
function 3 to 9 months after stroke:the EXCITE
randomized clinical trial. JAMA 296(17) : 2095-105,
2006

4) Mansur CG, Fregni F, Boggio PS, Riberto M,
Gallucci-Neto ], Santos CM, Wagner T, Rigonatti
SP, Marcolin MA, Pascual-Leone A : A sham stimu-
lation-controlled trial of rTMS of the unaffected
hemisphere in stroke patients. Neurology 64(10):
18024, 2005

5) FregniF, Boggio PS, Valle AC, Rocha RR, Duarte J,
Ferreira M], Wagner T, Fecteau S, Rigonatti SP,
Riberto M, Freedman SD, Pascual-Leone A:A
sham-controlled trial of a 5-day course of repetitive
transcranial magnetic stimulation of the unaffected
hemisphere in stroke patients. Stroke 37(8):2115—
22, 2006

6) BiHLZE, MMEE, WMHEVT, PRER, Ekd
W3k, MERINE, AR, AE, ZORHER
B 2 r b JHE BRI 2o -9 2 AR R R BT A SRR
& B ESERR I O BF I #E :—NEURO-150 £ B
LR, RECRE X R RAHERE  126(2):
79-89, 2011

7) EORMENE, MHE, BEILIE D rTMS &R E
EREIC L B FRERAE~OT 7 a—F %
R R ORI ) N Y 57— 3 ~. pp50-69,
=L, #2010

8) Nudo RJ, Plautz E]J, Frost SB : Role of adaptive plas-
ticity in recovery of function after damage to mo-
tor cortex. Muscle Nerve 24(8) : 100019, 2001

9) FBRE, MHE, HANE, EIFEFE  EuroQol
TR U 778 28 I 26 v B8 oo 4 e BY
QOL. HABIERF M 38(6): 831-833, 2001

10) WEFERATA ¥4 Y ZHE  WEFFTA KT
4 >2009. pp305, MR, 2010

11) MHEE, ZORMEME, WHAKEA, 8-, AR
Wi, JEEIE, AFEAT, EGHE AT Rk
BRI V25 9 2 AT 8 I A P e BT 1 S 3 & v
MV S35 1 0 B PR EE~ 1000 A D B 1T/ 37 5
BFERER, Hefarh

12) JEEM, MEE, MR, AR, B SR
ZEORMETE © o B e B JBORRIE L 203 % AROHT BE PO
0 S 1% SO T & 4 v 1 SE R 1 0 B T 0 12 208l
M BAFTHEIIOWT, YNEYF—T 3>
%7 50, pp36-42, 2013

13) JEEEIE A E B R ] B B R & A 7 — VB
KL 720 N T =3 v RS RE
¥y —F )b 21:516-526, 2012

14) Sasaki N, Mizutani S, Kakuda W, Abo M : Compari-
son of the Effects of High- and Low-frequency Re-
petitive Transcranial Magnetic Stimulation on Up-
per Limb Hemiparesis in the Early Phase of Stroke.
J Stroke Cerebrovasc Dis Dec 14 : 1-6, 2011



Medical Journal of Aizawa Hospital Vol. 11 (2013)

MRS

WEEZX-L-5HY N EEO 1 6

PRt UYL, HAe, BEIER T

g B

WADBHEBIIHBENENTH S, ) o NERITEEEE TH DI L A SIZLDHNCEHE
I, MEICEIEL, BEEW, FICKBICRET b0 TENTH L. FFY »FED
ING 1B ERE L0 THRET 5. EMITOHLYE, —EME L YV BEOLERHEHE
L, WA L 22720 Yk asbkz 22 Lz, il b, A T IR IER 2 fil i U I ERA7LC
JEE & iR 7z, BEIS - B CT IS CTA TS — 7y MY A Vv B I MMKREONER %
BTz EHMRE L GERE L GERE W LRATR 2T L7z, FET2 8 #
RIS AT EATRE B 2B A LI ARG D IRETH - 72. Hutchinson FHUCTHEMZBEL, &
W3lZ 5 cm ROBER 2 film U, [BE SEEIBRAN % fidT L7z, BB WIEEBIRY vl Th -

MERP R F MRS 5115 143 -47 (2013)

43

72, W14 HIZBRE & 2o 72,

Key words : [FETR, ) > INEE, B

e

(]

) OB, £ IRERNICALR, ) U
ROMMBHIEL Z 2 5N BREWN L REREED—D
Thb. HLEICRAET LI LIIMODTENTDH
D, VUNEBEEERDI%UTE IS, KA
ORERIIERNENT, BEBIESKRDO5 %L &
nTwa?, 4n, §hY v EExEERE 75
WMAGEREO TN 1P 2R L -0 THET
5.

iE Bl

SEF TR, ok

TR EE

BEAEE - EiE, HRY—7

BUmE - —HE AN CEEOLERE Y HRE L7288
BTadAhTn, BEBICHLUCERSHBEL, %
Befas Rz 2 L.

ABEREBUE © 145 - 76mmHg, A&i#36.0C,
D A%66bpm, W26, 55, Aq TR R % fil
AL, FEBALCEE 2 5872, Rk, mtkpifg
R o7z,

ABERERA AT R ¢ i A AL S A C L A i Bk 4K
11800/ mm’, HFrFER90. 7% & E5-% 588 72 AN
AT REFTRIZEED e o 72,

NEFR LA X - B CIRER L 72/l 7 A g %
RO,

W &R CT A FPIEFICARIREE O JER & target
sign #tfEo i 2 Ro 72 (Fig. 1, 2).

VLEX g2 e e Lz pEft e gL, %
S TR % JiAT L 7.

FAAT R - DR OFEEIMEEAK 2 RO 7z, IR
MmAEZbZ 2L, B & RN AT A
LG ERE % 3k L Tv 72, Hutchinson 42 THH
A BE L7z, §WIC5 cm BREOEE % filtkn L [
B SR BRI & M T L 72,

* FEAPEHER AWM BIRERAEREE  #VEF ¢ Satoshi NISHI, Noriaki OT AGIRI, Katsunori TAUCHI, Department of Surgery, Ai-

zawa Hospital

*x b PR N BIRE R AR BE R BRRL ¢ Kayoko HIGUCHI, Department of Pathology, Aizawa Hospital



44 i

Fig. 1 Enhanced abdominal CT showing the target
sign and low density mass in the right lower ab-
domen.

Fig. 2 Coronal CT showing the intestine within the in-
testine.

F A © E W EKET 2 55mm K O RHIE T E
P a7z, MEENAIIERT, WEBEEZE L7-%F
OB TH -7 (Fig. 3, 4).

95 PEAL AR RO RT FL © IS VRS AR IS TR S
72RO, SR Y, FERENIEIR L2 &

s

Fig. 3 Resected specimen showing tumor 55 cm at
the cecum.

Fig. 4 Resected specimen showing multiple septa in-
side the tumor.
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IR45 11X D2—40B T v 8 Th o7 BLEX D

cystic lymphangioma & #ZWr L72 (Fig. 5).
itk - Mith14H HBRE & % > 7-.

Fig. 5 Histopathological findings showing dilated ves-
sels in the wall of the tumor cyst (HE stainX5).
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=Transverse colon, D =Descending colon
Ileocecal resection, WR

Ascending colon, T

Cecum, A=

C=

Partial resection

Wedge resection, PR =

Right hemicolectomy, ICR =

RHC=
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Case Report

A CASE OF ADULT INTUSSUSCEPTION DUE TO
LYMPHANGIOMA OF THE CECUM

Satoshi Nishi, Noriaki Otagiri, Katsunori Tauchi, Kayoko Higuchi

Abstract

Adult intussusception is a relatively rare condition. Lymphangiomas are benign tumors
most commonly found in the head, neck, and axillae in childhood, while intra—abdominal
lymphangioma is rare. Colorectal lymphangiomas are extremely rare. We report a case of
adult intussusception due to lymphangioma of the cecum. A 77-year—old woman who had a
preceding mild abdominal pain of a week duration was admitted to our hospital with inten-
sive abdominal pain. Abdominal examination revealed a mass with tenderness in the right
lower abdomen. Enhanced abdominal and pelvic CT showed target sign with a low density
mass in the right lower abdomen. Under the diagnosis of intussusception with a mass le-
sion as the leading point, emergency operation was undertaken. At operation, normograde
ileocecal intussusception was found. As the intussusception was reduced by the Hutchinson
maneuver, a 55 cm mass was palpated in the cecum. Ileocecal resection was perfomed.
Pathological diagnosis was cystic lymphangioma. The patient was discharged on the post-
operative day 14.

Key words Intussusception, Lymphangioma, Colon

47



Medical Journal of Aizawa Hospital Vol. 11 (2013)

MRS

MERPE MRS 85115 149 -51 (2013) 49

SHERAME E B2 & 0 3898 L 224V NSHENIRPAZE O 1 61

HOFREG, /Ml

fice, SRR,

AR,

W/ —fees, BB

W 8

PUERAMIEI X 0 J8E L 72 & DN 2 MR SR NN SHBI IR PAZEAE O 1 B % s 5 5. REBTIE
60iACTME, PRI THRTITE 2 3T L, MRS - Bed g st b hfiadiet s he.

H%F%FEH%XJI, AANOIFREHA D - 72.

H(E!E}:ich,

HE AL CT TA R IA# 2 I b 23 & &
, MBS ER CT T Stanford B %! o K ) IRk fi# ik A3 72

Lo b7z, FEIbkR TRk 2 v 2

il 7 & Tk L7248, ICU ABifk 3 HIRIDA IV = 7 A K THRT L7z, #
T, KEVIRFHEIE Stanford BRI F £ C, KSHEIIR & 0 B o fF X

IRDLNT, K

FEl S G, BHRAMEBIERICTAE L7z, SN TOIMEMA NIHBIIRPZEAE & 3220 L 72, BHER
SMGRE OZMENIBRICEE LTI, INTIREH 225, SMEMENEE)IRRHZEIC X 2 R w22

ZRHIIBANETH A.

Key words : R3REbAR, 5M%, BEZE, NIEBIARPAZE, KEDARAEFHEE

OIS

SHERAMEE S & 1) TR R E R R 7 & DRREAEIR 2
BYHYEICIE, MR ME 2 SRR 2 &
7% <, BRIAE OPk7E R PHZEIC X 2 IR IER IS FLR
W Cd 0%, HMEIC X 2 SHBIRIAG - PHZEDOH
IV ONH 57, FIHEEIMEE & L 0 B3N
WHEBIIRIG I L o THI SR Z Sh7z L b 2
REMMAEIR 2 2 U 7E Bl 2 fEBR L 72 DT, SCHKIY % 58
ZMATHET 2.

iE Bl

FEBNX60m AT M. 8B & AT P 12 R 60K m
RRZECEITHOBR N 7 v ZIidhbh, HEikzE
EZG LR F—~) TGRS, 26 1 RIS
MBRICH A L7z, FIAEREE, ME13977mmHg,
MRF167101, 55, BRFELFIEE100% (10L 45" H —

N—=< R 7), E3V2M4-5, W& fL3.0.73.0mm, X}
JCBR + 7+, F TR B R & N SRR
ME ROz, AR L S0 mid ) A
T =7 IVTRER L7278, ARiSHER o Bz T I (334K
72> 72, MiEEH, WESoERZL, 5&o

BiEs L, MR TOZED ). KHEE#IRD 5 K
hEfT L, AL U N UVER - £850 CT itz
WA L7z, BEERHAL CT clkiiimizzvwd oo, £
BIRIREYIR & v R B IR B8 L 10 R P 22 Ak s
btz (K1), B O TIXNEBIRFEZ
BoTBLT, HEHO&EZ CT 3R L ah o
7z, BV ¥ b U BE TG BEEE RO
o (K2), MEREE CT TIZRBIIRS &AL A
5 R 5 B IR ¥ C o Stanford B % o> K Bh IR fi#
BRSO L (M 3), Toftl, ZRMEEH (kS
-9), BEOREBIMEAFED &Nz, MEkAe T
Hb 15.3g/dl 725 7-.

* o FAEEEAMEERSHERRE EENEN B ¥ —  Kosuke SHIROTO, Medical Research and Education Center,

Aizawa Hospital

** [ RBF  Toru KOYAMA, Takeshi IKEDA, Kazuhiro FUJIMOTO, Department of Emergency and Critical Care

Medicine, Aizawa Hospital

*x %6 JFHEL | Kazuhiro YAMANOI Kayoko HIGUCHI, Department of Pathology, Aizawa Hospital



50 H B

1 WOXBFERAR CT

2 WAIKEEEMEE

3 MERE&ERZ CT

IR TR, WAL DR 2 BERRICY 3 Y
ZIREL Y, FHBRIZMA TS 2 BB ME (267
7e727s, 12880 RN T oI 45 O
MWK, T MaVE @ ST AR SNz 20
I3 — |2 CTH S P 7 R FTREE ) B 02K ITRED

M4 FESCT, % : k5 BM%, 4 2A

Tholz, Yav 2 ICMAEROBETHD 12g/
dlBETHY, kbR X )FHIIKTLTEY, I
ms a v 7 &8\, WILERZ T 72, BERIL
Bk 8 Hifi, BrEatikl s 8 HifL Wil 2 &Il 1%
90mmHg BZ & o 72, HiaF £ D SR &ZIC 2 H
DEHHMCT #RA&A L2 A, HEECT THHI
KINMEIIR & ok B IR SIS D RE IR ZE AL & A &
ofeht (M47), MIEEHHE CT 12 T,
VEOMBEMKEZAREDDLDORT, LY Y RF—F
2, it a v 7 OREKRE %D 9 2EEHEOS &
HWIMZEED S o 7z, MEIIARLET, WP
O FAM R U MR AT RS, W MR oFHh%
¥ — A CTHEE L ICU TABED ) 2 #RMBigE L 72 -
7o, BHOHEHCT T, fAFIROMIFEIZEE & 2
D (K4, ZHLY 3HBICHKALV= T HEN
THIET L7,

FIMAT b, TATREIIR 2 S Kl & B IR 53105
W CIL S HIR O e %2 RO 7253, FBIR I £
THRFE L7z & CABEHBIR & O S O fFEEIZEED 5
N9, BREED &, TMAMEEZICRIEL 72,
SHE N T OAMEMEAT NBHBI IR PAZEE & BT L 7=, £
7 BRIAEAEZE & b % 0 O /NEIRHEILIZ 72
7208, WEIROKAZ L7 2O EL RIET 5
O O R RIZFRD SNt 2o 72, MEEBIs 1R GS
WZBE U228, MRATRE MG IE, A5 PR, i
LFEK (50ml), A7 REF I, SR P f)s I A,
BRI RCIR I L 22 & OSME IR 135260 72 28 H il 1
Yav I oRERERD DD L) RLEHIMIERED R
otz WS AT 3 v 2 o e
EHRETE LT

zZ 5

A VI 55 BA 221X 2 D K EB T DS FE B IR L2 T8
T 505 WORENEINR, RIRBNEIAR, HEE - BEEIIR
DIEFHE D ST B2, Gleave ® BE 38 &R/ 15



SHEBAME %I & 0 F80E L 7= MG E N SHBI AR P 2E > 1 1) 51

10000B DARFEFIC L A, FE B BEEEFR ME £ 12
NFEB) IR PH 28 OtE 5 X0, 2% 12§ &9, BHZH
AMEOFAMHEED S ZER T NI = A HE & % 2
SNBY. IR SEFE MG\ X 5 SHBNIR P 2E 1%
il & 2 OWEIRBE IS F03% <, AMEIC & b 3HE)
RO NI OB T, S Sl & s
W& ) NBEFEEDSE D R & LT, 2 0B
I TwLbnLEZHNLY. FHBIRBEHEE
DJEH & UCIREERG, MHEMEmeE, %EIcE)
WEBIR DD 1186, RIFBERGICME ) o, B
FCEITICRE 5 BB IRIAS R PAZE DS S hvTwn
BY. F MR & o B R B R i s
&9 BARREE R 7 & O MAEZEIC X B REIR
PHBT B2 WD D200, FICEES BN
TIXBHFAAR R M 3B 2 MBI A I F- I § 2 B A
»H5b.

S OFEB TIZBBIME 2, Wk mBEICI DA
Pk & Ao LR % 720, SHEBHLEE CT Tk
i 72 E1d % <, MdE# CT T stanford B !
DO RKBIRFFEEATTED Sz, $E 2 MBI X -
TREMRIBEGAEL B Z EDHE SR TELY, &K
B & ARV 2> S (ZHMEPE R BYIR Al & JIWT L 72, £ 72
sk cREBIZH, T, M, aVF TST 28 15H
L7225, H TR0 ZEORT FIZEED 2 52 72,
AMETE DB L > TOER E, ST LA %20
72 O|ERDH YO, AKBL GBI L BETRT
HolebEZTn5L., GHOEFTII NS &4
Y OREBRIEIZICUICARE L2720, BEHEBO
MRI IR T E L dro 7225, FEREN 2 FERHEAM CT
TH RO IEFE 2 R Mo f 7B 2 320, 45Nk
FHZE L B L7z, F#IBT stanford B #! D KBRS
HEIXMERR T & 7228, BRI L THRELE Z
2 WESHENIR & 0 B OB RRD S e o 7o D
T, AWK E I KREIIRFEEIC X 2 b DTl
WEHIIT L7z, R IICERRSE b E, BHEYME
BERICHE L7z, BZENTOL BRI ZE & 2
L7-.

o R

JHERAMBERICIE L L Bb 2 HHEWN, FME
HENEBIRAZERED T 1 B2 L 7. B
Bt I PAZE D MRSER DS B b N B 6, £584)
TR BT LD MEDZE LT, sM5
WX 2 NEHEBIRPIZEIC X 2 BIMERZ %2 &I E
&, RINCHESEEE R CT % MR angiography % H

WO ENMEO A 2 FHli T 5 LEPH LS D &
Bbhi.

Xk

1) & ks, IR, ZRTE B HHER:
SHERAME IS & 0 B SHE NN IRFME 2 2 L
7REF]. HIRKEREE 52 :52-57, 2004

2) /ANURL, KFE, HNIEE, RIE, B : 3E
BRIV FERE L 7o o R B IR P ZEIE 0 1 8. &
BT TIREEERE  3:153-56, 1989

3) WAEE, EARR— L AME N SHE) IR P ZEAE O 1
%1. Neurol Med Chir (Tokyo) 27 : 308-12, 1987

4) Gleave JRW: Thrombosis of the carotid artery in
the neck in association with head injury. Third In-
ternational Congress of Neurological Surgery: In-
ternational Congress Series 110. pp200-206, Ex-
cerpta Medica, Amsterdam, 1966

5) FARIEA, WHEZ, FHHEM, 2%, 0T
ERIER : $iRERAMEIZ X % Stanford A B RBIR
fRBEZXT S 5 1 FARRERG). H AN AR 7 Sk
it 43:928-933, 1995

6) EHE, THIEHE, HoulERe, JEE M, WA,
WHIEC, BAREE @ AMEEaOHEEZED —F
G ERpl, SRR 6:2397-2402, 1996

7) WERIEEE, SFIRF -, HBBIE, ANEW, #HE
W, IWHEEA, Kk, FHB3E, &%
Feb R % B L 2 2 KRBy IR AE o> 160, H
RREERE (JJSEM) 5:512-5, 2002

8) HWIHE—HR, RICGELA, NI, #AA%Z, W
G © s B9 @ 22 v i 8 0K 38l R 194 e oD 35 ) iR S
JEIZ & b 7 ) A ZE o 5 RE A | SHFB M AT — o —
MEDPHHTH 72 160, EERMREY 49:2/3,
2009

9) Claire U. Plautz MD, Andrew D. Perron MD, Wil-
liam J. Brady MD: Electrocardiographic ST-seg-
ment elevation in the trauma patient: acute myo-
cardial infarction vs myocardial contusion. Ameri-
can Journal of Emergency Medicine 23, 510-516,
2005



Medical Journal of Aizawa Hospital Vol. 11 (2013)

MRS

Merkel MINEREFERE 5 AF R ICHEIENY ¥

SYIENRNIIES T/ANE (Rl TS aS

=

(#5) 5 HMOBEEFET L7z Merkel M B2 CTHIENY >SS % K L 72 IF8 1S
1Pl RET 5.

GEB) 76581k, 7TURREZERTAES Merkel MINHE (X3 2 SRS AN % fiidT S, Ybes
ZHHICSEMO 7 0 =T LTwz, 2 28I EHA» S AEE R\ RML B
D, FMEFICEKOKTLHELTWZ720, F23ES H X H, YkHEsRkEZ2 L7
JEER R CT IS THANEM, W+ 3R HIBSR -, MERES)IR ) PH~ 5 X B IR 58~ i 4 B
WRAEIRICZ DY) /Sl A % 200, TP LosIEAEEDI, 6 H Y4B bR AR L 7o
72. ABEELH RSB WSS TR 14 (BLF EUS-FNA) (& TR L 72 fkk - o BLZ 1
AR MFIY v F Y g (DT HE Jet) (S TR I o & /NI ERESE AR S &
M, ANRBYEEMEES Ot R TH - 72, gt T, EEMRIEY A 5 F 220 (LLF CK
20) F&Pk, pancytokeratin (AE1 . AE 3), c-kit,Chromogranin A, fiif4ERLT ) 5—+ (DL
T NSE) Btk Th b, kNS WIE L 2 S, Merkel MM OBEREDSH 5 2 L0 5, [
MOHEREEZW L., #2390 BE LV A Y 2 5H Y (LLFCPTI) +3 2755 (UF
CDDP) 12X A2 b2 ¥ 2 B4 L, LDH % NSE O T3 57225, &8l 2 & oRI1E -
k<, 27— VHUEOHRREEIPIEL, SAGEOFE L o7z T OBRITERE 2 HELT
L, F412H X HIZET L7

(#£%58) Merkel MINAHE O IEHE 25 - BEREICOWTIIRZICHIZEBRETH 5 A%, Loz & fik
W WOW T ORFOREZFH, MEIEEREL AT 2MBICF4AET 5. Merkel AHE X
Bz I BEVENE 55 O v CLRITAE RS IR B % 75, KREISARTOFHIAER b 4F B 150000 & EH
W EEVEIE RS T . Merkel HIBHE DV ¥ HilEBIT FBICEL L E SO TWDEA, &
Wie 2FERNICAE L ENITEALEENSG. S0 5 ER OB T L7z Merkel fiifg
FE BB CIEIEN Y VSEiITR 2 R LR IS 1 Pl RER L 720 TS5 5.

il

i

[

Key words . Merkel #fif2fZ, EUS-FNA,CK20, NSE

MERPEFHERE 85115 153 -56 (2013)

53

INEIC R R L7216

ECBHIC

Merkel MfEHE 13 B LR A ERICHAAE T % Mer-
kel M2 & 56 4E 9 % BAEIES; TdH 5. Merkel A
N D IR e R - BERBIZAIHZZAS, bRz - #iEN s
W ORIFEOME 2L, MERERELZHT 5
HMLIZEAET 5. KETOHEAESRIZ0.15~0. 44N

NII1075 A & 1986442 5 20014FC 3 512 EH L TWw»
AV 60 EomEEmEEICIEREL, AACEH
ARCIEM, HIGEGHE, FICHERICHR T L
DR EFEO.

L4 1%, 5AEB OB T L7z Merkel fl
R B CHENEN Y ¥ RIS % ok L 72 0 S/ e
1B 8B L 72D THET 5.

* MEHPEE RS € ~ ¥ —  Hayato FUTAKAWA, Medical Research and Education Center, Aizawa Hospital
**  [EHLZRNEE ¢ Tomokivo YAMAMOTO, Department of Gastroenterology, Aizawa Hospital
* 3 # [ fFERL ¢ Kayoko HIGUCHI, Department of Pathology, Aizawa Hospital



54 ZINEN

fEBI

FERF ¢ 7651

TR B, BT

BEAERE - Merkel Ml CAERTAG), T+ falE%
(' 1 P 0 o 4 A )

WRE : 720y, 77F90, 7L/
v, u¥vyruzz v

KIGHE | Rtz L

WERFIE BRI D = VIR 1 AR T H, B 5 AR
% T20AK X 504F (5 4E R & 0 BALE)

BUREE © TURIRE BT Merkel Ml (C e L,

MBE L TIRAT IR - BUSHRER 2 fifT S h, €0
BHEM7ra—Sh TV, 740 —RTHEEZX
D AR & BEARE HRE LIGO, P23 X
Y BEf@sbkzs & o 7.

REEEFIRIE

BiRL XNV I E4V5M6, IMJE : 142 784mmHg,
fIR#e1 68l 4>, i : 36.3C

FERZ WM R A BE - 97% (room air)
MRAGASHE - BE L, IREREIE : ¥4 L

WER © W, DHEE 7 L

JEER © P - ik, MR~ S D, Tk
Rt - BCBkaRG 72 L

VUi - FRRTEREZR L, BB L

ABRBFIMARE (1)

1 ARBILRRE

(CBC)
WBC 49.1x100/ul RBC 460x10000/ul HGB 11.3g/
dl HCT 35.4%
PLT 15.7x10000/ul
(L)
Wy o8y 7.0g/dl TUTI Y 3.6g/dl
WYY ILE Y 0.5mg/dl AST (GOT) 30U/L ALT
(GPT) 16U/L
ALP 313U/LLDH 790U/L y-GTP 30U/L
Yx—¥16 IU/L CK 53 IU/L
BUN 13.2 mg/dlCre 0.72 mg/dl
Na 132mEq/l K 4.2mEq/l C1 97mEq/1 Ca 9.0
mg/dl
CRP & 1.2 mg/dl
(Wt [ B RE
PT-INR 1.10INR APTT 36.4second

st IL-2R 595 U/ML

WBC : 49.1x%100/ul,CRP : 1.2mg/dLHb : 11.3g/
dl, LDH : 790U/L
WYAETE IL - 2 284K - 595U/ML

EfGIRE

JEERERE CT (BM1) @ BH/AEMW, -+ R
v, R R B AR JE PR ~ 5 R B R JE PR ~ 1 4 s B R
BB DOEW ) ViR % 20 5
FDG-PET/CT (XI2) : BEEBIERIC—3 L -5
%238 % (SUV-max : 10.6)

kMRS (K 3)

etz i NS T G I 4ERR (FUS-ENA) T
57RO HE et i3/ T N/C oo 2
Ml I E L TRDOLNS.

X1 BEEESC
HANEM, -+ 48 BV, HEH B RS BH~ 5 K
iﬂﬂfﬁﬂlﬁl A BRI S < D) ¥R i ER 2
W h. BEHEBRGERZEELTHY, e e
@@ﬁf&*ti&( R ERES T B

X2 FDG-PET/CT
PRI S L - Ri e R A, B VoSS L
THELZVHTRTIEH 545Y, SUV-max : 10.6& EH:
Y U8EE L CIRERNIEMR < v,



Merkel MIBIFEISIE 5 FEHRICHEEEN Y ¥ SEIICFSE 2K L2 161 55

3 RIEBMAGE (HE £&8)
i 0 5 AR HE AR L 72 AE w0 AR Merkel MR HE O R 5
ErOHENL-D 0.
F oA ABE#IZ FUS-ENA 2T PRI 2 S FREL
L7z 0.
WINPT N/C OB B 233 & LT
»oHh, MMifESEDNS.

l? .

Synaptophysin

4 GRERE
CK20 (=), NSE (+), Chromogranin A (+), syn-
aptophysin (+), ckit (+) THY), SEFICHEEAL
72 Merkel Ml & (& CK20D#ER DAL —HTH >
7-.

seERe (X4)

CK20 (=), NSE (+), Chromogranin A (+),
synaptophysin (+), ckit (+).

ABR#&iEE

BRRIGIZEYE ) Vsl % BE, MEEBR 215572
DOMBEAERE LT, 42 95% I LM s
BAHAT L7z, PIAREE Tl B AR BRI R | RG
TSR & R B AT R <, IBLEE T IR T i
R LA ZHRINT 55, EEMLEER s
o7z, %89 HIZ EUS-FNA # 4T L7z, EUS
FNA K Y PEHEB IR IRE PR ORER L 72 > 73 Hi
DMK A FREC, SRk /N P TV 5 O T L
THY, RERBORKED CK20BETH 5 Uk

5 4RI IS HER L 72 Merkel MFME OAE R & —3 LT

Wiz,

IR DI IEEBIREP ) > 3 JiE E 2 S
Z &, KUEUSFNA ik o kg & O g fa
FERAT 5 AERT ISR L 72 Merkel flFSE o H, & 1S
L TW2Z 22X, Merkel MR D IEREA Y
VOSHIERE LB L7,

HEEIN NN OWEH I - T, SB23% H AL
1 (CDDP+CPT11) %L 7-.

P 5% — W92 LDH O % 8o, gL LT
B L2 oo, MEED RS -« THiZ & OH)
YERD D72 )5 72720, 2 7 — )V H LD G
kL, BBE - BEHREONEIE L. 20k
LDH & FEE B L, EREDIRAICHETLT, K
Bt 3 HIRISKIRS 7z,

N

CK201Z 45 ¥ #46kD @ Typel 77 5 F ~ & — fl
T, B # enterocyte & goblet M IZHH L Tw
5. PuCK20Puf 1L, 1EH ML Tl b E e -
Bz, Wi LRz, HHWM LS oNS e, 817k
Bz, Merkel filiZ 3 S T 5. BT,
B - R - 0 - R - TRERIE - IR KGR
PG - AT LB HE - Merkel fIFEIE ICHBAR S 1
B, FoRBE - ERECTIIEEBT 202K L,
ZOMOERIEE CIE TIIRBHFEIMEL B2 LD
Mo TWBY, —FT, W ERH - 75 - M
W FENE - UREIERG R NE S - AN LT B
i . Merkel M O 50 G 12D W
Tid, CK20IZOoWTIZBEMHA b MilcA b 5.
John 5 & Merkel HifaRE346) 2 M3 L, 1601k CK
2001, 2 BHAESHINL 0 10~30% @ A Bt & it
LTWw3Y., Zofh, Scott 512 & 2 BMHH O
W BHY.

AHE BT 13 EUS-FNA 12 TERIUL 72 Bk o iz
et kER1x, CK20BaETH D, Merkel Mg s L
TIFIFMBTH o 72, ZoOMOER & LTEEY
VSR O 7 EAE 2 DT, RE
A | THIFENWIR E I L 722 8, 250
CTRWHSEICTHEBREIER I N o722 L,
i BHLER O P 7L A% 5 AR FINCHE R L 72 Merkel Ml
DOFFRICEEM L T2 L X ), Merkel i o
JEWEN Y »oSEiFESs & BT L7z, SEgll BT 5
CR20D#E R AFEFEH: & AFEB) TR o TV 5 725,
AIEFNC BV TR T E MR DL %L, B
BEEThrWRMELEE SN, B, RADOH5



56 ZINEN il

R D Tix, Fi3E Merkel MKz 9w B % 55
Bl L2853 2w,

Merkel Ml F2 98 137 % O B EMSEE T, RIS
BOWTIIHHITHTH 5.

Merkel SAEHE DA x) LTl 407 5 O

PREO R SN S 25, B3 - mIRER IR
FTHLEHBEDOL VX VIIRZICHETLENTED
T, MR ICHE LR T b D 2 LA %
WO F 7, BEEEIREWDY, BREBITOIMESN
TW5H7,
UNHIEER IR P RICELAEEDN TV S
WS, BRI D 2AELNICAEL L ZERITIEALETDH
LY, HSE5EMO7+ =K T L, HiEE2ED
%o 72 Merkel Ml e 38 CTHEFEN ) > 3
FEERRLCFEE I CHZ 1B 2 &R L0 THRE L
7-.

1

N—

Xk

1) REEZASAWFZEF. “ A VA VTR O G, "
B3 ATE R,
pdq / summary / japanese - s. jsp?Pdq _ ID = CDR

http : //cancerinfo.tri-kobe.org/

2)

3)

4)

5)

6)

7)

0000062884, (£:M2013-01-10)

Moll R, Lowe A, Laufer J, Franke WW : Cytokera-
tin 20 in human carcinomas. A new histodiagnos-
tic marker detected by monoclonal antibodies.
AM]J Pathol 140(2) : 427-42 , 1992

John KC Chan et al: Cytokeratin 20 immunoreac-
tivity distinguishes merkel cell(primary cutaneous
neuroendocrine)carcinomas and salivary gland
small cell carcinomas and salivary gland small cell
carcinomas from small cell carcinomas of various
sites . AM]J Surg 207 : 201-207, 1987

Scott MP Helm KF : Cytokeratin20 : A marker for
diagnosing Merkel cell carcinoma , AM] Dermatol
21(21): 16-20, 1999.

BINES D 3 @) DL Y A VX BHEAIGRE
o7z AN VilllgRao 1 6. Skin Cancer 26:
179-183, 2011

Kubo Hidemichi: Spontaneos regression of recur-
rent and metastatic Merkel cell carcinoma. The
Journal of Dermatology 34(11) : 773-777, 2007
P AR L 72 Merkel MifasE D 1681 A&
BT HRMEBOAO T o, BIKEHE 57
(8) : 737-740, 2003



Medical Journal of Aizawa Hospital Vol. 11 (2013)

s
Bk e o

BH

#

MERPEF ML 85115 157 -60 (2013) 57

DEEEH~NDHEDLD

iy I

52

Rk LR & EAT TR AR R OREBRIZ R A D OREN RS L TR
HLaInsd. A, LAPRBEINREZEC X0 AR SRS AT TRBIZE 2 J8hE L &k

BEE Lo BEE SWHENSZTHE- 7.
oz,

ZUTOWTHERR L 728, BEERM

B REME I S D A S5 729,
BEOBREZHRAT 5720, HEEZEIHEDLY

SHRORE

2oz, 7u—A N7 2 2AF 3 YA ZHCTEROBHEEZ X -7z, TOME, BEOER

LAOVidesE LAEE - RIS

TEEFRETHIENTEDL L) IR

SROFFZEET, KEEDD? O BHEOFERBANOE DY) OBHRLZ LM T I LT

7-.

Key words . &

BEE, TEMMESM, JO-XRJ7IXFa AR

I UBHIC

A4 E, A RINEIIRPAZEIC X 5 MBEZE IR L
T tissue-plasminogen activator (t-PA) &% % Jfi
TLBBEZ ARSI HE XV ZIR- 72, BEOE
ik L XV id Glasgow Coma Scale (GCS) 104 (E2
V2M6) TH o7z, BEISHOBELZIZOWTHEGR
THLEEEN I P72, T [FLRTHIC
EoLw] twirBudrdo7, RIFBEOER
RHERRT H7-0, RELZRIMDLY 272, 7
U—X N7 TAF a3y FREHWTEEOBME %
M7z, ZOFE, BEOEMRL NVITLE LHE
E-FERIITEUFRETHIENTED LIS
&ot MR EDD B BEHEITHTHMAZIRD K

, BREMDPWREL ool L2 4R LHET
%) .

I GBIENEER

AR E LA E G XREBEFRECB VTR
JRbLERY, BE, KBEZHW, WE, EANKH

DR, HELHICOWT
iﬁfﬁ%b,%ﬁ@%%tfﬁﬁ%%t.%
G- AFE A O B DM EH W, 3
Wﬁ¢WﬁiﬁA i ZHETE VIO LT
N

I B B

B S I BWT, HL L -8EIT L, FEEL
TR#ERIRYEY, WEPFI N T—2 9 VR
PREAEM L UCREBRD), BEBEGEIIOWT
BRI D, SHICESBOFH#EITAENL TV,

vV E=HEN

BE 82k, Bk, LAflX

ZWi% L AT RIREIIRPHZE I X B O R IR SEAR
ﬁrE.E%Lf%ﬁEmﬁ@nTwé§%%#%
LU, BEHE2EE LRIk I NS,
A WL L BEE MRT (PEBORF Wi R) (2B ThH
KL R D S AT T TEE 5 2RO 7.
MRA IZBWTHHRRINEIR (M1 ~2) PHZERR

ikt

* fAERBEAMBIZERS MHESRE  SCU #H © Hiroshi SAKURADA, Division of Nursing, SCU, Aizawa Hospital
R ARAHEN  BMBHERS WMERIUNCY F— 3 VEEREEEMBE AL BEHE | Izumi SAITO, Nonprofit
foundation,Aichi nursing society,Stroke rehabilitation nursing Curriculum,Exclusive duty teacher



58 BE i b

7.

R e BNIBORRRE, A 22 A, A SR ER
M, BRI S 7z,

BEARIRE © BROE, (OMEZE 2 J80E L, el BRI At
ZHAT L7z, 7 AERNSA N SHB) IR P 2E % FEE L A
WiaHt 2 fafT L7z, 6 4RI A ORI B IR PH 28 % €
IE L tPAGRHEZIEIT L7, BEELZERT I L 4L
HERRESNWHEAGIZIHZL Tw.

RIGHEE - 22, BNICRS, KRB REAH
TATHANVTEARX LB

+ Brunnstrom stage (Brs)

bR T AFHRI A TIKI

+ Manual Muscle Testing

Hba 5 HTFE3. 5

hbl2. 5 T35

+ National Institutes of Health Stroke Scale
(NIHSS) 22

V 7EAA2Z B

BEGEEAICHMEEZ 2 MELTB Y, TOB
DIEVERRERIE OB KIS ShTwie, T—771) ¥
2 X BPUBE R E AT o TWizds, ARk o i
7°—% £ ) PT-INR A%1. 57 & PUeE #3802 5
LCTWwhhol., T—7 7 VX DPuktE#FED
At TH o722 &h SO EMERMIERIE DB WiAT S
nr-.

AT PR RRARBRT SR O HE R ISR T 5 ER
MIFAERERATH V), & SITBURBENRLTRE & B8l
RIFICHEST 9 5. BEANRETE (IS BT S 7 BB 1R
fp el A h, RBEICEST5Evwbh
TWb., 2070, WEil, UK, KIMEZEM 5
DOBRENRR ST L TEREEL 2. BEIEIAR
MRz T I E 2 B0, E#bEEL %o
7.

BB RIS & IR E (T u— F= r4.6%F),
WEEK, PRKREE, 15 ERTRL LR
BERTAIC DS > T b, R BB EN LSS
ECEBREASHBT 5. BEIIA LR S R
w, KRMEE (7a— < v4.68) 12T [
R0, L TBISEEREASHB L2, F
ed—=F 4 ANy TIZBWTER S TR, HEmIC
NI TEEIN TV, Z072n, EREIZHEGRHE
VRO LN TR, HE, 3, &, MERS
We EOTBALIIZRE Z RO L h o 7o, FRAARREC
BEPTAHIETERONENPHFTEL EER

7.
VI EBhAE

i wt

1 IERDRAAIRIGBR ) R 7 IR

# 2 SR B R

# 3 s

FASHENaIIa=r—va VEE

# 5 W REE

ShNE #5120V TikiR%, BHEEE LTHD
BT R LHTERET A2 LN TE S, M HAE
ELCHBMOBENRIENTE L L L. UneY
T 7 g AEER LA LT

FHE6HHHE2S 8WHHBEIIHTF, Xy FETI1
H 2 [AFi & A5\ DU JE o> B S vl B 383l 2 3057 1]
To7z. TORETOHmPBRE L B720, HFHH
PREY 2 155717 > 72. 1H 2 [IFHT, T 17 B U
% 3055 [ 3" 24T - 72, WwIEALIC 72 o 2 BRIk
a1 ~3 7o IRMIEEX Yy v F7 v 780
BEFE TR, WAL L. ZoOB, ik
LEOWEr 7R 2 B HE &I 7o 7.8 HH
I BRI R, BRI X 2 BER & 305
1o 7-.
FrRINE) BET HH1C, BEICNEERR
ZACHBATo72. WA Y v 7, UNEFER D,
K\ LEZEOBAEDOREBIZOWTIH L2, &
BB RAY v T, RiEDR7a—X K7 T XF 3
YHA, V2 AFx—, KIS OEETEITY,
M— LA T 7.

VI # R

kL NV GCS 12~1345 (E 3 ~4V3M6),
NIHSS 132145 & 7 - 72,

7% H B o, HIEMIREZ RS, BEES
Ny Nl & AE A 3 55 [ B AR FEAS RE & 2 o
7.

SALIBRTIE, BRI IR ENICR )
) ETHEENALNA, FHICHEANSLZ &
PTETENMYTH - 7.

BEIFEHT 2 LK, 3w, [BidLH] &
W FESE AN, 2U— X R T AF 3 VR
THMT AL, fHE - HIRY ICTRAFRET LS
LB TET.

BRI THERNE, 2 ALY,
FTRATH) T ENTE . BRIIEATHRL



i EEEORERIEA~OHDY 59

B AHTRHEIT 2 FR TELL I EITE L, B
THEREE, FEOFEATERH, L LWV RFOE
fLx RO, BEICERHGERLRIIE D 72wl
L7275 fHE - HIRD A SNT, ERTHERE
RT BN erotz, (K1)

1 BEOEI

i H GCS EIE

3% H E2V2M6 | F=HNFIZHIIR

6 9% H E3V3M6 | H¥RIR
FHE - HIRD

H %6 B HR
FHE - HIRD

8 H E4V3M6 | #HE - BHIRD
ek (%m0 - MR

7% H E3V3M6

m £ %

EFE RATYERERR AR IRTG R T b 2 45 KB B D3
FEZEIC L W BEEL T 2720, EilkBEENHH L2
EEZ B, EEIT TN A O R 23~ D £33
ZALIZ K 2 TG X2 5. AL LEAN DR F %
He 25432 710%, WL &AL %8 %2 21k
SHLEEPAERTH ) ZOREMIZ105HTH 5 |
EBRTWD. F/EE [ R GRFICKAN)
DOMFIHFE DR 72 L VI, IRERIC X o Tl
SNTW5., ToRENLDDIX, HEREEETH
S, i, R, 8%, EB)o &z &Ik
DERBEREE VDN TVE LD LTHRE LR
WAL 25, LTS, W2 HH L 72 I
AR ANFzZ & T, HRIREAmD Y,
KIMATEMAL S N L NV D) EICIEAS 5 72 b %
25, FIUBEMLEBORFEE L2 & TSRS
B LRBICERNS-7:8F 25, FomE L3I L
7o HFEENT, AT 2 ERRATRREE 0 L)
ENF/-ZETREMESINILEEZ 5.

HRHENIEND 7 Z VRS, IR &0 &
I\ HEET 2 HE BT B IS B B BRI E o i %
o758, [T XTOMERITHITB T LR
HZFDT7 T v ¥ v 7k, oxyHb ORI HE A% < #8l
ga3INn/z. ReTH, LHEPHYEREOIETS -
7. B¥OTr 7277 VHERY Ahs Z LT,
oGNP TELEEZ L] LTV A,
FrvF7 v TOEICLTHRERZ LZBRICHE T
VEMBHLLET ISy YU T EMEL Tifo 22 8T
REIZER-E2 5.

SR [INAEZEIC & D IGEPEDMK T L AR )

TholcBERNL, FHRERIUET L L & DITR
B O ORI R 5 2 8T, HSiE
Ba3Iashr—3a V2% L oEEEEON
FICB2 5] LBRTVWE, SHOHEBIZBNTHE
2T L FEEICEZ I DDEAY v T,
R a—X K7 2 AF 3 v R, Bl oE#H
JEATH, BEOHEZATHL» TS, YA
Fr—2RAThDPbERER LA AE LS
LTHE, HIRY L Vo BROERBATMRERE 25
Il EZ 5.

BEILEMETHo22 L, AP RNENIRIERD
BiETH 722 &, FEE MRIE G R X 0 22K
PERICEEZ RO o725 0, SHERKIZEZR
TWizbEz 5., HEENMELZZ L, SiEPHK
MRAEENTWAZ LI VRIS TEEOEK S
WL ol b 2 5.

BT TR EHEEECL ) EMICATOR
Bzl RHPTET, Z2iohbwprdlnik
Vv, ZRTYH, FEPESICERLEEE, BOH L
BERBEL L) LBOTINDLILIFEHRICEST
DiRwZ 2 Bbhs, BREOWEEZELT,
WY RRRIFT T ZERKRUTH S| kR T
Wh. SEEFHETICESHOBEIIOVWTOR
BERZIAON P72, BFSERLFICLLE
BoFRBZMEFL V20, RERHELR ESA
VERFRLTVEPL LNZVWERIH LADL 2
WTELDPoT0O0b Lhkwv, SHBEG L P2
5 L CHREPEVRHE LR 2 BRERETE5 X9
WARPED 217w, BELZZEDY) Z2iFoTn L
WEETH L., FBENET LA VR ER &
FEEHENaI 2= r—varvEREILVEHICL
TWZEDFEETHDLEERD.

K &bHUIC

WEFT RS BEOREEZTFHL, 714 IPHVT
AR Y M THEBORBZIES 2. HEERIIC
BWTHEEEEE, Out of Bed #f7ToTWW( 2 & T
HEEAMR SN D, FRAEBERE X A A L7 A, Wik
EEOL L)WM T Ta—F, H—-LiAAE
LTW ZEPEBETHALI LEEFATL.

R ) NE) F— Y g Y RHERE AN E LT
TNEhoRMZ a—74 A — ML, BE - KED
FHhEEFDL, TOALLLAEEZTWITS X9 1240
ALTWL ZEHBEETH ) S5HOMOBEETDH
5.



60 B W b

Xk WA A= ¥ 73 2 2 i = ol AR &

1) fiEHOT, @R, MFHlEs mMewx, B ToT, RBFEFRRYAE 14:149-154, 2012
W BRI 3 < BT B & HEfir A~ 0D LS B 4) BARE %  REEBRE T AEEREO T R~
AL D 72 5 FTRIH IS O W T OWF%E, AKET BRBEREOWHICL AESHENII 2= —T 3
% 47(1): 15-27, 2009 > Db, JbimEESERD 28(1) : 23-32,2011

2) /N BB, 343, BEAEEERE, BUHT, 2010 5) WEFERT U N 264, SOBE, BE, 2005

3) FERET | WO LA TR 5k



Medical Journal of Aizawa Hospital Vol. 11 (2013)

MRS

MERPEFHERE 85115 161 -63 (2013) 61

FEIFEA U2 — AL b B has O G R R

EI S RN

=

fac e, BT, JLEERER

=
=]

TOORED, HEDBNTEREZMH > THRERZ LRI, RFENC 8 ADEM b
PR B ) EIR TREBN R 2 22 LB OBFEREBRICOWTHE T 5. —BLREO MR
WeEz1E, Masimo CO-Oximeter Rad57, 7SV A COFF I A MY AL, HE30MEME

L, R OMRERMBIBR TR G 22 wRRRTL ko7,

1 » Jte oA T4

BAFHERERRD S e h oo, —MILRFRPHEOEMFEEM 2 ET, NSVACOFF T X b
Vi, ARZECEENO—BRILRFZEDMARENEIN L CO h#HENRAZ ) —=v 7L LT
fiECHMATH %A%, CO M FEb N E XM T A 0 247w, B iiE 35 0%

5.

Key words : 21 —B{txE+sE, CONEJ/OEVRE, EEERT

iEL&IC

SR FEREFIC BT, ML
ED10%TH0 % F TlRiT & A SEFERZZDY, 10% %1
A5 EBHEK - BEUEAMBIL, 30% CHalt: - Bk
W, 50% T VihlA - BilkkiE, 70% CHEE -
WMERE X 72TEEDbR TS, FELT 5 LR
MRI CTHRENZ R E R IL#M 2 IKAE O RH %2R0
52L3HY, TOREITTHRIE Y. BN,
AREERDS Vo 2 AYE L7z 1A S 1 2 Atk
ZHERATHRRR - WS ZWAITH Y, FHIHH 2
ZEdHD, MREPHFEORIEICEHLTIEZH oL
DEE - R T5HAT 2LESD 5.

Llal, ZOOFREN, HEDENTUREfi-T
BeEWE L7281, FEHC 8 AXs&atk—m bk
HEEVOIEIRTRHEN R EZZ L2720, 06k
RIS OWT BB R 2N TS 5.

=

Bl

1 HOHBYEH, ZOD0FEVFHEDENTERT
WX W ER 3 LTz, R o—BEEAL 3R
LTV ZEORIIET, URET A0 58
SO - AR R E R R A, Yo kEZH
72, WO BEZAHIITRESAS T, 21KF274 F T
SN BN KEZH L (K1), —BbEED
M EE R E121E, Masimo CO-Oximeter Rad 57,
PNIVACOFFT AN (K1) ML, R
[ZHEAI0MI A L7z, Zip L7z 8 AT L
FHHRoOM BN <, SRR TRERYS
EIARWERREE R, 1 » ABROBHHFAET
L HAFERIZED S e o 7z,

z 5

AV bR EREFEICBWT, I —ER LR R

* A AEFREAMBERSHERRE  EEWENB L ¥ — | Suguru GOMI, Medizal Research and Education Center, Ai-

zawa Hospital

o AR EREEAM B R SMHERRE BaE - v 2 —#EF C Toru KOYAMA, Chitose MATSUBARA, Department of

Emergency and Critical Care Medicine, Aizawa Hospital

ok cph eI A\ IR BB A - R ¥ — © Kazuo KITAZAWA, Stroke and Brain Center, Aizawa Hos-

pital



62 E S A
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[(#35] REFMEEERE ImTH Y, BNl LVRETH L. SHEAEZHNISEET S
BN ENE S 2 R L 72720855 5. DEM] 76k, 17 Hiid 5 o BEAIRIC
T, W CT IS THBERKO I & /NEH % .0 BB, SREIIRY » 3802 56k IE
RKaeiBoiz, FEHCENEETIIE OBER,» SR THIZ» T TERMEICER S 1 £k
WiAT S, AMEO BN 2 BRI F o Bk U 72 A AS S — MIRICHIZE LTz, it
L JERE X V) plasmablastic type lymphoma & % z 7= pSHiEI 5 HIINEETH - 72, [LE# % B
HL—HRY L2 b 00 OEAL, 1185 H HIZH L S ik B A3 F 0 S L7z, AT AT
EEB IR, £5) L8 @ik, BiiRE R S, REICHYIE M E, B
BHMBRI R Beb L7z, IOV THE T OB ERZMA THRET 5.

Key words : FZEZFMa4EER, plasmablastic lymphoma, multiple myeloma, plasmacy-
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T B35 i B s 3 9 % i 55 12 1 Plasmablastic
lymphoma (2LF PBL), Plasmablastic
myeloma, Plasmablastic plasmacytoma, ALK-posi-

multiple

tive large B-cell lymphoma, Large B-cell lymphoma
arising in HHV8-associated multicentric Castleman
disease, Primary effusion lymphoma 7 &% 1) %
NZIWFBN 2R 23 5. SHE4 1EH I
RN 2 & 72 U 72 3 P A5 e Jek 255 - i A 55
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5kg OERERFA S HEL Tz,

A B BURE © B E&E B C M E155/72mmHg, ik
72l /4, ARE37.1C. BT R Tl O8I
JE I % £ 9 10cm K o i % filt 13- % DAL SE B
RAERBD o7z RERHBEOR MR AL 3 Hi
JER S G2 %\,

A BE R A A A R i A & TP5. 7g/
dl, ALB2.6g/dl, A/G 1£0.84, AST(GOT)18U/
1, ALT(GPT) 9U/l, LDH412U/1, CK57IU/1, J#
F&#11.5mg/dl, 7 L 7F =0.76mg/dl, F b
V7 A139mEq/l, 7Y v A4.1mEq/l, WBC51.1
% 100/ul, RBC346 % 10000/ul, HGB10.8g/dl,
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HCT 31.5% , PLT 35.1 % 10000/ ul, NEUT %
81.4%, CRP % #7.3mg/dl, CEA0.5ng/ml, CA
19-9 2.8U/ml LKA FIiE, LDH ki, %
fEMEd, CafXF, CRP L5, #i%:2», CEA,
CA19-9E LA LT o,
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82%, AE1/AE3(-), Vimentin(+) X 0 F Rz IE
PEHmEM, S100(—), HMB45(—) & 0 B
JE D HER T, CD20, CD79a 7% & DB ¥ 73k
~— 7 —IxBEt, EMA, CD38, CD138% & IE M
kD~ —H —D AL 2 RERT (K4), #%
IMEKOZERRER 2 L2 B9 5 2 & X ) IR ML
VENES: & % 2 b2, Y0 H E 5O Plas
mablastic lymphoma (LLF PBL) & &Mk L7-.

ZOHREHAMTD H & RO EEHINL O B EE D
R - W R0 7.

L2 LEHA X THOEMIIZ12% &, Mk
EORICENRD Y, GREEOGAARGHT T S 5
RBEWIED SN o7z, WHBW D047 -
72 PET-CT Tl BHERERIC SUV max33. 705\ 4
iz 3o, ZOMERPAY) » 58, FHEE, HAs
EFIZ L RV ETEZ 0 StageVE# 2 S/, CT
TIENICHEREORZ IS TE R L, FiEk
BHI\MTE Lho7z.

¥ PBL & # Wi L7272 CHOP ##:% 2 7 — )
1oL 5 CT, WHEIZ TR OFH LM/
mohz, LyL, BhBEICTHIVEYE, R
W BJP Bk, Ig-M-A B M & iiiiE (IgM1110mg/
dl JEH#EfE 1 35~220), 5l PN e 95 0 7 32 0 25 4 B
L7270 BB RV TV I 7 2 7 — VHifT L
72 ASINER A E REHIRI AT L. 2 ot 13
PRI TRORBIZR L2 2A1ISHHICTEL & Y,
FERIZEH, HEIE; 0 &5 Wi <o i R e 1 0 72 8O 9 PR %
f1o7z.

EEHFEIHMEA
5 F147cm, 1A #E52kg. FE % 3 B 254512 T i

.

e .2 o TR B M 2t B W] 72 M 7K 345 70¢c
f£400cc & 0, BilC#Im B L ORI 23 A 5 1
7z.

HARAT R CIEA M ERIRE A & b &) il %k
%, KM CIZRE LN A SNz, TR S EE
MIRBIIAFTE L 22\ A%, Bk i IR SR 234 S0 32
FoXCY (A

JEHE T BRI 2 dO IC £ 15em Ko &, &
JEBEOERE» H Y (K5), +ZiBBHICb KR =7
ROKETER & LORBE LT, -85 HA0
SREREF DY »3Hias—3E 22 ) £ 8 cm DJE
82 TR LRI 2 KE)IR 3 & OV F KRS B8 L

M5 BOAWNRME BHEE%EH/O0ICEIScm D£FE
% 2BUHOEEERD 5.

6 AEBIRERICESZOREEED 5.

Tw7z (X6).

FERRAT FLC NS M 23 B RG I T g 20> & SIS
M CEEMIIRE L, T KEIIREPE Y > i
BT RHEIREE, FIE R PRI RN, e
BT RN E CIRHEICRE L v, B
BEPIZ & BESE I 3% B L T 7z,

KIZIZ % B DO WIE % 5200 72 ANV R IZ A S h
Lol

VLEX D EEZWRIILL T o@D & L.
SIS L B ERE L E x bhi.
AT
EX}3TA
1. BEFREE I g (TgM- )

- BARE L O I5em O AN, 4 YRR

B U, WRIEE, T iRBR IR, B IR I AL
fk, KEIRFEPHY » 88l X O PR, FX
P IREE L A LR 9 %

- FEIERE TIRIRRICRE D D .

- Mgk (ZERgzK400ml) H SRR % 2K

-ERiERE &S %) (i M&H, Ry BJ

AL



68 HPIER] At

HEMB.

o]
=
ol

. A )

I VIAAE IS, A AU S 2%
. EWE

. JEWEIF (Zone 1 PINRISE PH L)

. HIRENIRAEA L

. BVEEFREA L

. BRIE PO A 2

. KIE s

. FER R

N -

ABITIEIBEREOHEBEEZONIZZ L LD
PBL % BtV iG# 2 A L7228, € OB OB
XD MR PBL EFET HRRDPTTE 27
DALO TR MBS PENESS & ORI DSHE & 72 - 72,
— 5 B R RS B IE |2 B v T b IR
VBHBET2ZEBHY, THRIEVEZIRATH
BV, AIEFITIZERRE X 0 LUT o Hi R o fEME )
hhrlEZbh5.
O FFE D Plasmablastic Lymphoma A3E iz
o A B 1

@B} 58 D Plasmablastic Myeloma 2344 g
%7z L7z e,

®HFEFE D Plasmablastic Plasmacytoma 255 #
R % k7 Lz Ret,

@ PBL M 72 455 T HIV 7 EREAS
EROBEOOBENICE KA L PHRARRY) V%
ETh 5. G MEEN TR EL, B
HHRila~D b2 RS ESF ML L D 2 5. FERIC

© 00 N O U W DN

EBER Wi tEAT lL A2 7R L, Ki67 index %% <, Il
WM & O B 3020

@0 E g & IR EM VS CH. 7 o — IS
B LTV EEERETH L. B ICITKE
Southwest Oncology Group (SWOG) ZWiikiEHs
Mo Ty, kg, FHEEMzoRE (>
10%), M&HE (> 3g/d), &5 M5 v
%, IEE7a7) YHHOEE RS 5.

B/ Plasmablastic  Plasmacytoma (45 &8
HE AR IS M AS L 7 1 — I8 LT A il
BB T d 2 2SN IR IE R 5 O TH
5.

PBL & Plasmablastic myeloma, #4414 @ Plas-
mablastic Plasmacytoma & AH] O R %
BLREZRET S (K1), wiicd g
B - ST E IR L - E S R A B3 %
A5, ERRMFI S ZE T 5 & #i5M%E D Plasmablas-
tic Plasmacytoma \HFASUTIdF ATHHAN L W T
LW b9 b, F 72, #ik, Peroxiredoxin I i un-
folded protein response (UPR) (2B %R TH
a7 Y OMPANOBIIZERLTWDS EE R
5N TWV5%5 PBL TIXEMEASETLTED, fiu
TR FMIE & OENCHH EHE SN TV,
KETIEBGEME ZY, ZOFRA,»S D PBLIZEE
WE#z25N7. mylemoma & LT EIHREIZE
WZHY, BEEEERS VI &2 S mAIN T %
Wy,

PDETRTEEET L L, OIZERT R
., Peroxiredoxin I DG RN L HKEMNTH Y,
OIZ IR 22 BRARIER - Bifg L oOFREO RN - £
BB ORAER EDDIEEZITL L, FEID % W
BrHHTEL013@0THL LEZ 7.

#£1 7l & PBL, Plasmablastic myeloma O tb#k

PBL This case Plasmablastic plasmacytoma | Plasmablastic myeloma
HIV infection + - - -
M-protein - 4 +/= +
Site Oral cavity Stomach Extramedullary Bone marrow
Lyic bone lesion = = = +
EBER + -
Ki67 index 87 82 high 79
CD20 - - -
CD38 + + + +
CD138 + + + +
Prdx I* - + + +

*Prdx I: Peroxiredoxin I
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Abstract

We report a case of multiple intracranial aneurysms located at the left posterior cerebral
(P1), left anterior cerebral (A1-A2), basilar fenestration (fBA) and left middle cerebral (MCA)
arteries. A b58-year-old woman presented with subarachnoid hemorrhage, the source of

which could not be determined from the preoperative images. The left P1, left A1-A2 and

left MCA aneurysms were managed surgically through cranio-orbito-zygomatic approach;

they were found to be unruptured. Because the remaining fBA aneurysm was strongly sus-

pected to have ruptured, we decided to treat it by endovascular route without delay. Post-

operative course was uneventful.

Key words : multiple aneurysms, P1 aneurysm, basilar fenestration aneurysm, combined
surgical and endovascular treatment, undetermined source of subarachnoid

hemorrhage

Introduction

Multiple intracranial aneurysms are present in 5
-33% of cases with subarachnoid hemorrhage
(SAH); hypertension was found to be the most
important risk factor for multiplicity. Clues as to
which aneurysm has bled include the epicenter of
blood on CT or MRI, area of vasospasm on angi-
ogram, irregularity of the aneurysm shape and if
none of mentioned, the largest one'. It is not un-
common to fail to determine the source of SAH in
multiple aneurysms, and the combined surgical
and endovascular treatment is well documented in

)

many centers'?. We report a case of multiple

aneurysms that presented with subarachnoid hem-
orrhage (SAH) . With the source of bleeding unde-
termined on the preoperative images, the case
was managed by combined surgical and endovas-

cular treatment.
Case report

A 58-year woman developed sudden onset of
headache with transient loss of consciousness and
was transferred to Aizawa Hospital. On examina-
tion she was graded as Hunt and Hess Grade IL
Brain CT showed SAH in the basal cisterns and
Sylvian fissure with clots in the Lt. lateral ventri-
cle (Fisher Grade IV) and CT angiogram revealed

*

** TInterventional Neuroradiology Center, Aizawa Hospital
***Stroke and Brain Center, Aizawa Hospital

Department of Neurosurgery, Stroke and Brain Center, Aizawa Hospital
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Figure 2 : Operative photos and sketches (MCA : middle cerebral artery)

multiple intracranial aneurysms: Lt. anterior cere-
bral artery (Al1-A2), Lt. posterior cerebral artery
(P1), and fenestrated basilar artery (fBA) aneu-
rysms (Figure 1). Studying of the CT images failed
to determine the source of bleeding, so we decided

to attack the Lt. A1-A2 and Lt. P1 aneurysms
through Lt. cranio-orbito-zygomatic approach. A
spinal drain was inserted to drain hemorrhagic
cerebrospinal fluid and to control intracranial
pressure. The Lt. A1-A2 aneurysm was clipped
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through the usual trans-sylvian fissure approach,
sparing nearby perforators, while the Lt. P1 aneu-
rysm was clipped through the temporo-polar ap-
proach safely. A small Lt. middle cerebral artery
(MCA) aneurysm was incidentally found and was
clipped during the course. Adequate blood flow in
relevant vessels was confirmed by microdoppler
flowmeter (Figure 2). Because these aneurysms
were judged to be unruptured in the operative
field, we strongly suspected that the fBA aneu-
rysm would be the one that had ruptured. The pa-
tient was kept on sedation for fear of rerupture
which would carry the risk of high morbidity and

- T N——
Figure: 1

mortality. On the following day, the aneurysm was
coiled using a single coil (Target coil; Stryker Co.
Boston Sci; Ultrasoft 360; 2 mm x 3 cm). A bal-
loon (Hyperform 4 x 7 mm: Medtronic ) was in-
serted in the Lt. vertebral artery for proximal con-
trol. The coiling was completed safely by the en-
dovascular team in a 2 hour procedure (Figure 3).
The patient was maintained on Aspirin and
Cilostazol postoperatively. The postoperative
course was uneventful without developing new
neurological deficits. After a period of about one
month hospital stay, the patient was discharged
home in a good neurological condition. (Figure 4)

1

Figure 3 : Endovascular coiling of the 1.5mm fBA aneurysm

o 1] el el R i =

Figure 4 : Follow-up images (CT, 3D-DSA and CT Angiogram ; fBA-AN : basilar fen-
estration aneurysm ; arrows indicate clips)
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Discussion

CT images sometimes cannot determine the
source of bleeding in cases of multiple aneurysms
with SAH and an integrated surgical and endovas-
cular intervention is often an efficient and safe ap-
proach to manage these challenging cases.

Cranio-orbito-zygomatic approach was chosen in
the present case to enable clipping of the high-
positioned Lt. P1 aneurysm as well as Lt.A1-A2
aneurysm, and at the same time we hoped to se-
cure the source of bleeding as they were larger
than the remaining fBA aneurysm. Taking endo-
vascular treatment as the first choice was consid-
ered to be difficult because small and wide-neck
aneurysms were included and there was the po-
tential need for anticoagulation therapy during
and after procedure, making surgical option dan-
gerous afterward.

Clipping of the P1 aneurysm was challenging in
the present case, as it was rare, located close to
the midline and high positioned, requiring an ex-
cessive temporal lobe retraction. Placing a clip
was difficult in the presence of nearby perforators
and its cephalic projection, but with meticulous
dissection under an adequate brain relaxation and
gentle brain retraction, clipping was effected suc-
cessfully. These technical difficulties are in agree-
ment with Muzii V et al and Zhao J et al®"?,

Skull base options for approaching fBA aneu-
rysms include far-lateral suboccipital, presigmoid
and Kawase approachs. Its surgical clipping would
be difficult and dangerous, because of the aneu-
rysm being anteriorly directed, complex in anat-
omy (fenestration of the parent artery), and close
to small perforating arteries to the brainstem and
multiple cranial nerves. There would be difficulties
in obtaining an adequate surgical exposure and
proximal control, and in addition, another craniot-
omy would be required. Surgical difficulties with
this type of aneurysm were reported by Batjer H
et al, Besser M et al, Tsuei Y et al and Yasui N et
al®@420.20 - Twenty fBA-ANs were surgically
treated in Campus et al study; 17 aneurysms
could be clipped with total occlusion in 14 (70%)

and incomplete clipping in 3 (15%). In 13 cases
(65%), the patients had postoperative transient
lower cranial nerve paresis; one had permanent
severe neurologic deficits, and one patient died®.

We chose endovascular treatment for the re-
maining fBA aneurysm following the first craniot-
omy. The endovascular option was challenging be-
cause of the small size, wide neck, location at the
fenestration point and potential need for antico-
agulation during and after embolization, which
would increase the risk of postoperative hemor-
rhage. Endovascular treatment of such a small 1.5
mm ruptured fBA aneurysm was the most chal-
lenging, as according to our knowledge it is the
smallest reported one (smallest one reported thus
far was 2mm in literatures® 6111314161819 Thege
technical difficulties and also special difficulty with
kissing aneurysms was encountered by Fujimura
M et al, Islak C et al, Yoon S et al, Kai Y et al, Al-
benese E et al and Saatci I et al®1213:18:22

The fBA aneurysms are rare (0.33% of all intrac-
ranial aneurysms). Since 1980, 73 patients have
been reported to our knowledge. Endovascular
coiling offers a viable treatment alternative for
such complex fBA aneurysms. Thirty-nine cases of
fBA aneurysm treated by endovascular emboliza-
tion have been reported so far; 15 were located
at the vertebrobasilar junction &78911,12.13,16,18,19,22)

In the present case, with the application of ad-
vanced imaging techniques, successful integration
between the vascular and endovascular teams and
logical discussion regarding management modali-
ties including advantages and disadvantages of
each procedure, we were able to successfully man-
age the complicated case with safety.

Conclusion

A case with four multiple intracranial aneu-
rysms with undetermined source of SAH was suc-
cessfully treated with good results. The combined
surgical and endovascular treatment proved safe
and effective in this case. It is stressed that inte-
gration between surgical and endovascular teams,
and rapid and precise decision making are helpful
in managing such challenging cases.
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A Step Forward in Young Neurosurgeon Life

Aizawa Hospital
Neurosurgery fellowship from April to September 2012
Tamer Ibrahim Metwaly

In my institute we care about large number of neurosurgery patients, with a high rate of trauma pa-
tients, but to some extent the lack of resourses and facilities may affect the total outcome of the health
care system.

My main interest is in vascular and skull base surgeries, so I was eager to improve my practice in that
I wanted to update myself about latest technology and new techniques, So I always dreamt to come to Ja-
pan, the medical school that we all in Egypt like and respect. I started to search how to achieve that
dream, till a golden chance came to me; fellowship in Aizawa Hospital and Shinshu University Hospital
and after many communications and arrangements with Prof. Kobayashi, I finally got that great chance.

Attending in Aizawa Hospital and Shinshu University has given me a great experience in neurosur-
gery, training under world class professors such as Prof. Kobayashi, Prof. Hongo and many of highly
skilled well educated surgeons was great chance for me

Up-to-date operative theater was amazing and well equipped with instruments such as Olympus
microscope, Mizuho operative table, Mizuho chair , Sugita frame and Sugita clips, the pneumatic arm for
fixed endoscope , intra operative CT , Doppler, Sonopet, Ultrasound and neuronavigation are amazing
tools to give the best outcome to the patient

Solid well organized weekly training program :

Monday morning’s meeting starts at 8:15 am; where we discuss the scheduled cases to be operated
on or any events taking place in the department. After that I can go to university to attend a surgical

TAMER IBRAHIM METWALY, Faculty of Medicine, Alexandria University, Egypt
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case.

On Tuesday; it starts 8:30 am then we usually have a surgical case in Aizawa. On Wednesday ; it
starts at 8:30 am then I can go to University to attend surgical case. On Thursday ; 8:15 am I present
an interesting case from University which was discussed by Aizawa team then I have chance go to Uni-
versity where an endovascular cases operated then I can attend grand round meeting ; after that Uni-
versity team make round to see the patients.

On Friday; 8:15 am; the journal club at the Aizawa morning meeting ; then we usually have surgi-
cal case in Aizawa. After every morning meeting, Aizawa team rotate SCU to check the patients. Preop-
erative meeting held on Monday evening at Aizawa was very useful and informative.

During my stay | attended 88 cases in both Aizawa and Shinshu University Hospitals :

e VASCUIAr CASES  Aneurysm

A NEUrysm

bypass Endovascular cases

Brain tumor cases MEMNgIoma Spine case

LR b

B il bl O

¥ gt idgal]
¥ e il i
L ik I i

The training program offers many facilities to teach the fellow on the refined techniques of neurosur-

gery, where Aizawa hospital offers a great deal of interaction and knowledge.

The head of the training program at Aizawa Hospital is Professor Kobayashi and the Neurosurgical De-
partment consists of four board certified doctors formed of two teams vascular team (headed by Dr Ki-
tazawa, and Dr Yako) and the endovascular team (headed by Dr Sato and Dr Sasaki) and Dr Kobayashi
as a resident

In Shinshu University Neurosurgery Department is headed by Professor Hongo and the department
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has many highly skilled board certified doctors in the field of Skull base (Dr Kakizawa and Dr Goto), vas-
cular such as Dr Horiutchi, endovascular (Dr Nagashima and Dr Kusano), and spinal surgery (Dr ITO) .
Dr Goto also specialized in neurophysiological monitoring and DBS

Through my experience in Or, 1 learned a lot about various cases and advanced surgical facilities and
instruments, and also importance of team work.

Prof. Kobayashi encouraged me to write my first paper in my life, that was a great experience for me. I
promised him to write more papers
Amazing simulation center which constitutes of two rooms:

The first room has the micro-lab for micro-vascular repair, I have performed many end to side and side
to side anastomoses with the help of Dr Yako, which has markedly improved my skills. The second room
contains 'EVE'doll; a device with plastic tubes representing blood vessels identical to the body for endo-
vascular intervention, I really liked it
I have attended many scientific meetings during my stay : that was very useful and informative
and updated my knoweldge

I have attended many social gatherings and events that have been organized by both Aizawa Hospital
and Shinshu University that creates a very good spirit between the doctors and creates the best working
environment with clear mind.

Cultural impact: Japanese people are kind, helpful and friendly. I honestly learned form them to be
more patient, meticulous, perfect, times and dates respecting, early waking up, hard workings, and many
other things



96 TAMER IBRAHIM METWALY

Health impact: Japanese food is healthy and delicious; frequent riding bicycle, physical activities and
longer working hours lead to weight loss and better physical fitness
My deepest and most sincere gratitude to Professor Shigeaki Kobayashi, Director of the Medical Re-
search and Education Center, Stroke and Brain Center, who gave me this opportunity to participate in
such a great program that is given to selected young neurosurgeons all around the world. You are truly
Sir; the Father of neurosurgery, I have really benefited a lot from your sincere guidance and directions
in medicine and personal fields
I would also like to extend warmest thanks to Dr Takao Aizawa, CEO of Aizawa Hospital who has ac-
cepted me in such great establishment, and fully funding my fellowship financially during my stay in Ja-
pan
I would also like to express my greatest respect and appreciation to Professor Kazuhiro Hongo for all
his support to me during my stay and his endless skill and knowledge ; he is truly a great mind and a
fearless leader.
I would also like to express my sincerest gratitude to Aizawa Hospital Neurosurgery Staff :
Dr Kazuo Kitazawa for his kind guidance and support.
Dr. Takehiro Yako for his extensive support and help in everything.
Dr. Daisuke Sato and Dr. Tetsuro Sasaki for their help and extensive explanation of endo-vascular
surgery.
Dr Kobayashi for his kindness and co-operation.
Special thanks to Dr. Hashimoto who really helped me to understand basics of DBS
My great respect and appreciation to the Shinshu University staff:
Dr Hoiriuchi, Dr Kakizawa for their kindness and support.
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My Experience with Neurosurgery and
Culture of Matsumoto, Japan

Fellow, Vascular and Endovascular
Neurosurgery, Brain and Stroke Center

Moneet Agarwal

It is my great pleasure to do my fellowship in Aizawa Hospital, Matsumoto, Japan. Japan is famous for
its warmness and kind heartedness. All this I could see and feel here in this hospital. For me it was not
only the learning of medical science but also learning of human values and culture.

While coming from India I was bit apprehensive, new place, new people and different food but all of it
was gone within few days. Everybody took care of me very much.

On my first day Professor Shigeaki Kobayashi himself took me to the conference room and introduced
me to the team of doctors of Brain and Stroke Center. He then introduced me to the whole staff of the
hospital and the staff of the doctor's office. Everyone welcomed me with great smile.

Morning in Matsumoto was always great. From my apartment room I could see the mountains and in
winters snow overs it. Even in this severe cold for me Ohayogozaimasu with a warm smile by anyone
and everyone in the campus makes my morning different. Morning conference session on Monday,
Thursday and Friday starts at 8.15 am. Probably by 810 am no one will be there in the conference room
but everyone is there by 815 am. What a punctuality and time management. This meeting is usually at-
tended by neurosurgeons and endovascular neurosurgeons. On Monday, weekly schedule was usually dis-
cussed. On Thursday I had to present a case from Shinshu University Hospital. Friday used to be Journal
club. From 830 am new cases admitted and the condition of the patients already admitted in the ward
used to be discussed. This meeting was also attended by neurologists of the hospital. Meeting was con-
ducted by the neurosurgeon/ neurologist present on the duty on previous day. Professor Kobayashi
chairs the session. This session used to be very interactive. Everyone was allowed to put his views or
comments. As we were the part of Brain and Stroke Center the interaction of neurosurgeons, endovascu-
lar neurosurgeons and neurologists in a stroke patient was commendable. After the morning conference
everybody together used to go for morning rounds in SCU and ICU. Professor Kobayashi himself used to
examine every patient.

In the morning I could see the personnel in the rehabilitation center working very hard with the pa-
tients and at the same time very polite. Early management and early rehabilitation is a key factor in im-
proving the functional ability of the stroke patients and that could be seen here.

Tuesday and Friday used to be scheduled surgeries in Aizawa hospital. We usually used to have preop-
erative meetings in the conference room in the evening before surgery. Every surgeon including a OR
nursing staff participates in such meetings. Surgery scheduled for the next day had to be discussed. Its
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approach, possible complications and its management used to be discussed at length. Everyone equally
participates in it. After this whole team goes to OR and arrange for the equipments for the surgery with
the help of nursing staff.

Whole of the operating team, anesthesiologists and nursing staff used to be present before the arrival
of the patient and used to greet him or her. Surgery here was a pure team work. Everybody is master of
his or her work and carried it out with perfection. I never heard any loose talk or odd discussions in OR.

There is one OR assigned to neurosurgery ie. OR 5. This is a world class OR with all the high tech
equipments of neurosurgery. The contribution of Professor Sugita to neurosurgery can be easily seen in
this OR. The operating chair, operating microscope with port for second assistant, Head holder, Operating
table and bed, aneurysmal clips, stereotactic frame were all designed by Professor Sugita. This in a way
is also a tribute to this great man who was also the head of department of Shinshu university Hospital in
Matsumoto.

Here I witnessed many great surgeries. All the surgeries used to be carried out very patiently with

very ‘meticulous’ dissection and great tissue respect. I had been part of many such great surgeries with
the chance to scrub and assist them. It was really a great experience. The use of neuronavigation, in-
traoperative Doppler, intraoperative ultrasonography and electrophysiology monitoring for precision and
to avoid complications were worth experiencing. After surgery CT scan of the patient was must to look
for any hemorrhagic or ischemic changes. The operating team, anesthesiologist and OR nursing staff then
handover the patient to the concern nursing staff in the SCU / ICU. Detailing of the surgery is done after
this to the family.

I would like to mention one surgical case which interests me most. A 57 year male presented with sud-
den severe headache and drowsiness in emergency room. CT scan showed mild SAH. CT angiography
and DSA showed ICA ventral dissecting small aneurysm. He was immediately taken up for emergency
surgery. Cervical ICA control was taken. Left fronto- temporal craniotomy was done. Trapping of left
ICA with occlusion of Left ICA along with left STA — M4 bypass was done. Only single bypass was
done as there was good collateral flow through Acom and Pcom. Post operatively he had no neurological

Pre- operative Post - operative
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deficit and was later discharged.
There are two angiography rooms one with a latest Philips angiography machine with 3D angiography.

Pre- operative Per- operative post- operative

All the vascular cases were discussed here among the neuro and endovascular surgeons and best option
was chosen for the patient. I had been the part of many endovascular cases here. Most important was the
planning before starting the procedure. The catheters, coils and stents used to be very decisively chosen.
Lumbar drain was always put post procedure in SAH patients. Post procedure CT scan of every patient
was must. I learned many different techniques of endovascular surgery.

The case which was very interesting in endovascular surgery was of a 9lyear old female who pre-
sented with aphasia, severe right hemiparesis and right spatial disorientation since last 3.5 hours. Immedi-
ately MRA was done which revealed left ICA occlusion. She was immediately taken up for endovascular
recanalization after the consent of family. As a protocol in our hospital endovascular recanalization with
Merci is the first choice. Within 4 hours 15 minutes the procedure was complete with full recanalization.

The result was dramatic and all her symptoms improved within next few hours. The emergency proce-
dure not only saved her life but also her functional ability.

On Monday and Wednesday I was allowed to visit nearby Shinshu University Hospital for the opera-
tive cases as a curriculum of my fellowship. After the morning conference and rounds in Aizawa Hospital
I had to go to the operation theatre of Shinshu University Hospital by bicycle. There also I witnessed
many wonderful surgeries. Surgeries including vascular, skull base, endoscopic etc were very meticu-
lously performed.

Electrophysiological monitoring was usually done in every case if possible, therefore the results were
highly satisfying. Residents there are very hard working. They use to prepare the whole case with draw-
ings of the operation and technical notes with the help of their teacher.

CT scan was available in the operation room, therefore there was no need to shift the patient outside
OR. Residents themselves know how to operate CT scan so there was no dependency on radiologists for
that. All the equipments were taken care by the residents and instruments by the nursing staff.

I also had the opportunity to visit angiography room of Shinshu University. The procedures were well
planned and meticulously performed. I could enhance much of my knowledge there in the field of endo-
vascular surgery.

On every Thursday there was grand round in Shinshu University Hospital from 3.30 PM. Professor
Kazuhiro Hongo chairs the session and residents presents the operative videos of that week and the post
operative radiology. Condition of all the patients admitted in the wards was discussed and the case pres-
entations of the coming scheduled surgeries were done. After this all the surgeons go to the ward for the
rounds. Professor Hongo himself used to examine every patient and give necessary instructions. He was
very kind to detail me also about the patients on rounds.

The thing which interests me most there was the scientific session after the rounds. The development
in the research work of the department was then presented and discussed. Constructive ideas were
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shared. I could really see some latest developments there. If any of them has to present paper or poster
in any scientific meeting then first they present and rehearse there. Corrections and refinement if neces-
sary were made.

During my fellowship I had the golden opportunity to practice on the simulators. I spend long hours
practicing on endovascular stimulators with different type of catheters and guide wires. I could also do
very good practice of microvascular anastomosis with small tubes and 10-0 sutures. All this help me very
much to improve my skills.

I spent rest of my time in doctor’s office and its library. Library is full of Journals and books; I could
read few of them. With internet facility on my desk I could use my Laptop and wrote few articles. Doc-
tor’s office was a very good place as I could discuss about many cases with other neurosurgeons here in
their free time. The best part was that it was opened 24 hours and has no restrictions.

During my fellowship I was allowed to attend conferences. I attended Annual Japan Neurosurgery Soci-
ety Meeting and Japan- India friendship Conference in Osaka, Annual Endovascular Conference and Ja-
pan — Korea Endovascular Conference in Sendai and Shinshu Neurosurgical Conference in Nagano.

Here I had a chance to hear many international speakers. These meetings were the feast of knowledge
and I gained a lot from these meetings. In this way I could also go different cities and the places nearby
as a tourist and had a chance to see Japanese culture. I will always be thankful for this to Professor Ko-
bayashi and Aizawa Hospital.

I will treasure this fellowship for my life and will try to implement in my future the things I learnt
here. I think this fellowship will not only improve my surgical techniques but will improve me as a per-

Son.
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