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TK-tumor cell therapy

day 0 : wild type ILAHE (9Lwt, 1 X 103)
day 1 : TKiE /& FEAILMAD (9Ltk, 3 X 105)
day 7~20 : GCV (30mg/kg /day) ip

9L wt
9Ltk

J—

day0d 1 2 3 45 6 7 14

21

X 1 : TK-tumor cell therapy® 7w F a)v
Fisher v M ICEFEERIOL 7 ) A — < #lfd (1x10°) 2 BA# L (day0) . 2 H iz AEHALICHS VB {5 T8 ALMRE (3x10°)
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DTPAEH TIHFAEG) 2 RE L, BEOKSI I 2T T2 £ L bICEFHMZMET 2.

TK-tumor cell therapy

, -

Saline

GCV

Gd-DTPA
Survival T1WI

20days
Survival

46
days

>100

Day 32

¥ 2 : TK-tumor cell therapy® 7 v FMRI
GCVE 58 (T 28) Tliday 142 5 BEOMENFISR SN (RH) . EHCHELBET? bbb,
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TK-tumor cell therapy
(Kaplan-Meier survival curve)
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TK-neural stem cell therapy
day 0 : C6(1X105)
day 7 : TKiE{s 73 ANSC (NSCtk, 2 X 106)
day 7~17 : GCV (30mg/kg/day) ip
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L 1 il
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MRI
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TK-neural stem cell therapy

Gd-DTPA
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TK-neural stem cell therapy

(Kaplan-Meier survival curve)
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In vivo migration of NSCtk cells in the rat brain
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Malignant gliomas showing markedly effective for temozolomide
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Fig.l Gd-enhanced Tlweighted MRIs in Case 1. A, before treatment of

radiation and ch in and etoposide. A marked
enhanced mass lesion is shown in the pineal region. B, before treatment
with temozolomide, a reduced d mass lesion is shown. C, after
treatment with 4 courses of temozolomide, an enhanced mass lesion is not

shown completely.
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Fig.2 Pathohistological study for the tumor tissue of Case 1,
glioblastoma. A, hematoxylin eosin stain, B,Immunohistochemistry
using anti-MIB1 antibody. MIB-1 index is 21%.



Neuro-Oncology 18(2), 2008

[EF@ : 465% BiE]

WIE 17 ARl & DR E o - B R R A T, EEX
2, CTHIfTE . MBS LW h, YRR S0
221, BE, Bt TEMME~RRICED
& 17=, Left high-parietal approach = T JE#5 O 77 tH
i T, EEE. MREESE . PEEORR
xR L., B EIENE (grade IID) & Z#T S L 7c,
MIB-1index27% & & { . FEHRETIIMGMTORER
RO s leh o T, Witk &F56Gy DIRKIBRTHRS
2T, {LERER T E YV B4 F2EE 75mg/m’
X 42 HIS. LI#s 4RI 2 200mg/m* X S HE 0 & 5 %
243 —AfFo 7, EBIE. 7EY —V200mgm’ X5
A5 60— AHRE5HICIZITEE SN 3 REHNHE
& L7z (Fig.34) .

Fig.3 Gd-Tlweighted MRIs in Case 2,anaplastic astrocytoma. A,
before treatment with temozolomide, an enhanced mass lesion with
a cyst is shown in the left thalamus. B, after treatment with 2
courses of temozolomide, an enhanced mass lesion is not shown.

Fig.5 Gd-Tiweighted MRIs in Case 3, glioblastoma.
A, before treatment with temozolomide, a large enhanced mass lesion
is shown in left basal ganglia to frontal lobe and the third ventricle
B, after t with 2 of temozolomide, a marked
reduced enhanced mass lesion is shown.
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Fig.
glioblastoma. A, hematoxylin eosin stain.

B, immunohistochemistry anti-MGMT. The expression of MGMT
is not found.
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Fig.4 Pathohistological study for
. the tumor tissue of Case 2, anaplastic
- astrocy LA h y;i.u eosin
stain. B,Immunchistochemistry using

anti-MIB1 antibody. The MIB-1
index is 27%.

- C, immunohistochemistry anti-

' MGMT. The expression of MGMT is
¢ not found.

6 Pathohistological study for the tumor tissue of Case 3,
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Synergistic effect of IFN-f and TMZ on malignant glioma cell lines
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Cell growth inhibitory effect of interferon-beta (IFN-B) and temozolomide (TMZ) .
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Fig.2

Promoter hypermethylation of the MGMT gene determined by the methylation-specific polymerase chain reaction (MSP) .
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MGMT protein expression determined by Western blot analysis.
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Fig.4
Direct promoter sequencing that profiled the methylation status of 27CpG site within the MGMT promoter.
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Antitumor effects of a combination of interferon-beta with 10pM temozolomide.
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Fig.6
Antitumor effect of a combination of 10IU/ml interferon-beta or/and 10pM temozolomide in T98G.
The ANOVA was followed by Tukey-Kramer test for significant difference assessment among multiple comparisons.
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Fig.7

The quantitative MGMT mRNA level after exposure to the combination of 10IU/ml interferon-beta or/and

10puM temozolomide in T98G.
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BREMMEBEICNT S
bevacizumab /irinotecan D {ERRER

Salvage chemotherapy with bivacizumab plus irinotecan for recurrent malignant gliomas
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EBINL 72080 KE RO 72729 bevacizumab/
irinotecan!z X 2 iBEZFE L7, 294 Z LV DIGFT
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INETHE D EEESEER L. EEMRIT LR



Neuro-Oncology 18(2), 2008

HEDOMER &R VCEFEFEZ R, FEEICIZFDG-
PET T b M A5 ERE S 11 (Fig.1-2). [EEEMIc & 23
R T

[EPI@] 58/ FBik

G CFE L 72 /£ 3HEE D anaplastic astrocytoma
AL CE o, S temozolomide I L 2 WIHAIA
#2617 L temozolomide MERHEIE % 94 A 7 VIEST
Lo ZOBREMBEECHTRESHEAL 27 o
IZJRPT A 240Gy BII L, & 5 IZ temozolomide % 4+
A 7 NVARE L b3, FEMISEZED BB DK L KAEIE.
AL BEL % & 72 L 72 72 ® bevacizumab/irinotecan
Wk BIREEBIA L oo 49 A 7 VERICIZIER 3HE
LiFIES ZFRICER LPREHE L7z, ZOBEFED
Mgl k hig@gER kL 72 & - AWRER OB LR
El L., 150 FEOMRITRERTEERE OHESY

a7z (Fig.2)s

[FEFIB)] 26 Bt

SEERTICRREFE M CRIE U 2= A RUSHIEES 1o 0 L
A 58 I 5% 8 HH 23 1T X 4 diffuse astrocytoma (WHO
Gr.2) D W TRPTIR S 53 50Gy i fT & hufthb iz T
FBBZ I LT\ 7, 20084E 108 I REEESEER B =
L. MRITHREEICHRERE SR i,
LBk L e o7z, BAEMEEMH 2 MET L, A
B2 i D F2W7 D 7= ® temozolomide (200mg/m* T 5 H [
BERWRE) Ik 2BBEFB L7, 314 20 %
BT LS cHbEch->TEBOFR 2D -
7z & bevacizumab/irinotecantZ X 5 G ZBHIA L 72, 1
P A 7 VT HEOMRITEFIRE DEW i %2 32
O, 6% A 7 NARITIECRE 2 D (Fig3), BFE b ARk
P Th 5,

Table 1
Patient characteristics, treatment response and complications of bevacizumab and irinotecan in recurrent malignant gliomas.
Case Age KPS | Histrogy | Cycles | Response Adverse effect PFS | Survival
Isex (mo.) (mo.)

1 64F 60 GBM 6 SD Neutropenia; Gr. 2 2 28
Leukopenia; Gr.3
Proteinuria; Gr. 2

2 70M 70 AO 8 sSD Nasalbleeding; Gr. 1 3.7 8+
Proteinuria; Gr. 2

3 46M 80 AO 23 SD MNasalbleeding; Gr. 1 10+ 10+
Fatigue; Gr. 1

4 58M 60 AA 4 PR Nasal bleeding; Gr. 1 2 5.5+

5 26M 90 GBM 7 CR Diarrhea; Gr. 1, 3+ 3+
Neutropenis; Gr. 2
Proteinuria; Gr. 2
Fatigue; Gr. 1, Seizure; Gr. 2

72 hrs after 1 cycle  After 4 cycles of treatment
of treatment with with
Before treatment bevacizumabl/irinotecan bevacizumab/irinotecan
T1-Gd
FLAIR
4 Fig.1-1

o I

Case 1.
64 Y.O. Female
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Fig.1-2
Case 1.
64 Y.O. Female

1.5 months after

48 hrs after 1 cycle After 4 cycles cessation of
of treatment of treatment bevacizumab/irinotecan

Before treatment

Fig.2
Case 4.
58 Y.0. Male
After 1 cycle of treatment After 6 cycles of
with treatment with
Before treatment bevacizumab/irinotec bevacizumab/irinotecan
! : —— i 0 T —
~
T1-Gd

Fig.3
Case 5.
26 Y.0. Male

=90
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BREEHEBEICNT S
carboplatin/etoposide ffEE

Combination therapy with carboplatin and etoposide for recurrent malignant gliomas

BRI RS R}
Bk WEL AH HEE. VR B I %

(= E]

(B WFELE (GBM) 1256 2 (L2855 12 13 temozolomide (TMZ) 255 —EIRAl £ L THEA STV 3245, TMZ
GBS OERRRICE T 5 ENERLEEE regimen 3R EHENY L Tz, Sl TMZ & IX/ERBER O R 7% 5 carbo-
platin (CBDCA) & etoposide (VP-16) BfFil (CBET) I= & 2 FFEEMEAEBIE I X3 5 {LRek i o\ THGET L 7,

[t & - A55] FEMIE 2001412 H ~20084E 4 B 12 % Be (T CBETHEE 2 HEfT L 7- hERIBIE 240 0 5 & . BFHRZAME
B FaNE (AA) 4651 & GBM10H D 3H14451 (P RE4ERG 5258, 19-65. HREIKPS70). 20034F 3 H BUEE (1161, AA2 ; GBM9)
1Z intensified dose : CBDCA 360mg/m?, day 1 ; VP-16120mg/m’, day 1-3 TR 5 L .,

[$E2] %116 T CBET# 2. 2ndline & LT3, 3rdline?38fTH . 1061 (91%) TTMZIGEEE ICHEfT S 11
7o HEATEIZ 1oycle D 453 66, 3cycles BL L4356, CR+PR 06, SD 561, PD 66, HfEIPFS 1.7 A(95%CI10.3-3.1),
MST 5.6 H (0.0-11.4) TH > 7z, 2ndlinet L TOWEFED 523 3rdline & LT & h HRITPFSAER € (4.7mvs 0.7m, p=
0.03). BAREDISDDEA ., PDICHAEEIZOSHHEEE L 7= (16.7mvs 2.9m, p=0.02), FIHOEERH b ED, TMZ
SKHEAT () T 1 BEMET (10f1) 1 bR B ICPFSSEER: L 7= (10.1mvs 1.6m, p=0.02). T&HERFKPS70LL ET60LL T Iz
HAMSTHSIER T 2 454 547z (16.7mvs 2.9m, p=0.10). AEFRITRE T, grade3-45FF IR (NP)100%.
IR A (TP) 55%. #EIM27%, graded4 NP 64%. TP36%TH o7z,

[#£58] CBETHRE XA ERE M MBI < L THAEIMHEIZIRHER O & iz )8, TMZAIEHIS 3rdline TD
BB ORI AN H3% 5> > 72, Intensified dose TIXEE D MEHEMED RO 6., BHES PR EBOBRHE &
EZibhs,

[IZC&IC] : BRixx7ESTH S,
20065EFK & b TR IEE (= 4 L T temozolomide Carboplatin(CBDCA) B T\ etoposide (VP-16) {3 TMZ
(TMZ) DEIN T H 3BH &, BEFRBFE (glio- EEEERABESER D FFEE RS

blastoma ; GBM) (= 3 2 {LEEHEEE 12 1 TMZ H358 —i& WNLTERIBFELLTHEHENTYS, BHE
RAL LTHEAShTVS, LHaL, TMZBEED HrRBEC N 2REbRALNTE Y, SE,
IR BT 2 R AERR K regimentd R 72 HESZ L B4 OffiFkic B\ 2 BREEEMERHEREIC
TE LT, DD 2 HAIC I FMH - BINBEHREER %9 % CBDCA/VP-16ff FI ¥ (CBET) DGR I
MHEATE N3 H3, (LPEEEIEHEROHEIcERS DETL 7D TRET 5,
NTWBOPHIRTH 5,

HHRBIHFEICNT 258 148 - 2RO 1034 [x5R - AiE]

BofERcx, PREEFHRM (median survival time ; FEI 12 20014612 H 7> 5 20084F 4 A I TR R E
MST)#34.9-10.4 % A Y, TMZ Bl Tl MST 5.4-6.5 B B B 1= C CBET & Bk % MEAT L 7= FhARIB IE 2441
# B.6%4 B O A TR (progression-free survival ; DI b, BFERAE 2 EME (anaplastic astrocytoma;;
PFS)(PFS-6m)21% & TN TH Y WHRED W (FHR AA) 41 & GBM 1081 D 1461 (FR RE4E il 525 FEFA19-
& 5N TV, £ DT, 2007412 13 bevacizumab 65, FRIKPS70), Z D 9 £20034F 3 A LAED 111 (AA 2
+CPT1# DS 6 4 A TO 24 FHIR (overall survival : 5l ; GBM 94) I3 intensified dose (CBDCA 360mg/m?’, day
0S)(0S-6m) 77%. PFS-6m : 46%, [t PFS(mPFS)24 1 ; VP-16120mg/m? day 1-3) i THEfT L 7. Intensified

D L EODIRESRESHRE S, B TORERE CBETRFE A48 cycle TS5 L, PDHWITHEEE

=5
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SO ORENEE L AW h s ETHTLE. &
EEDUFRERIBA DBEIZ 13 G-CSF% . /A 12 5
L T /i % fEfT L 7z,

[#& 8]

PG T OBEYMIEFH 641 A (#1119 TH
-7z, CBET#&#Id, intensified regimen? fifT L 711
il 365 Csecond line & L . 84 Tthirdline & L THT
b 1081 (91%) TTMZIEHRE O FEFRF I HET S 41
oo FEATIEIZUZ 1cycle D & D366, 3oyclesBh EA3 56
THhoto 194 7 NOBHOITEER D HSH (83%)
1ZPDHITH > 7z, JEE UG (best response) (. CRO
#l, PRO®I. SD 56, PD66ITH D, response rate (RR)
130%. EEHEANHDREZEDS L455%THT:

Table 1

(Table 1), *FEIPFSIZ1.74 A (95%F8XH : 0.3-3.1)
(Fig.1A), MSTI%5.64 H (95% 84X [ :0.0-11.4) TH
-7z (Fig.1B) .

FHRETFICB T 3 BERMHTTIE. secondline& L
TOCBETH#EED i dithirdlinek L TOEMEL D AR
IZPFSDIER TS 617 (4.70 Avs 0.74 H, p=0.03)
(Fig.2A)s AEEEEIC KT % best response 25 SDDIH A 1,
PDICHAREEICOSHER L 7= (16.74 Avs 294 A, p
=0.02)(Fig.2B), I DEE R TORRP L &, TMZ
FHEATH (@) T i3 BEMEATHI (1061) 1 e~ F B 7% PFS
DIEREHRD 51172 (1015 Avs 1.6 A,p=0.02), X
7o AEIEBIIARE DKPSAET0LL EOREFITIX. 608
T o =R & EAMSTHIERE T 2 A4 6
72(16.74 Avs2.9% A, p=0.10) (Table 2)

Summary of cases of recurrent high grade gliomas treated with CBDCA plus VP16 (intensified regimen)

Case Age Sex Pathol Pre-CT# Regimens Pre-TMZ TMZ# Re-ope KPS CBET# BestResp Rec PFS SubsqCT 0O/C O3
1 52 M AA 1 AE 0 70 4 sD * 14.7 ™Z D 167
2 # M AA 2 mPAV-TMZ + 1 30 1 PD + 0.7 D 1.9
3 36 F  GBM 2 AE-TMZ + 8 + 70 1 PD + 0.5 D 32
4 25 M GBM 2 AE-TMZ + 8 * &0 1 PD + 1.6 D 29
5 48 F GBM 2 AE-TMZ + [ + 70 1 PD + 1.7 ADM D 5.6
6 32 M GBM 2 VACE-TMZ + 12 +* 90 16 sD + 3.2 PAV D 189
7 54 M GBM 2 PA-TMZ-SRT * 9 + 70 1 PD + 0.5 D 1.6
8 59 F GBM 1 T™Z + 8 * 40 1 sD - 1.2 A 1.2
9 59 F  GBM 1 ™Z + 1 + 100 9 sD + 4.7 A 118

10 66 M GBM 2 A-TMZ * 9 50 3 sD - 25 A 25
11 54 M GBM 2 TMZ-A +* 1 70 3 PD + 0.7 mPAV A 3.7

Pre-CT#: previous chemotherapy lines, AE: ACNU+VP-16, mPAV : modified PAV, VACE: VAC feron, A: ACNU,
SRT : stereotactic radiotherapy, Pre-TMZ : previously treated with TMZ, BestResp : best response, Subsq: subsequent,

0/C:outcome

A PFS

g
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mPFS : 1.7Tm

=
©
1
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Fig.1

Probability of Overall Survival
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Kaplan-Meier estimates of (A) progression-free survival and (B) overall survival following the start of

CBDCA-+VP-16 therapy for recurrent high grade gliomas.
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A PFS B oS
o ey 1.0 - — — 1
g P=0.03 WI Best response :
‘E oad | T:_E" 0.8 "L SD
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£ ! = ]
5007 | as 2" line £
e | L S P=0.02 -
3 | s
& 0.4 §0.¢~ |
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Fig.2

Kaplan-Meier estimates of (A) progression-free survival by the number of previous chemotherapy, and (B)
overall survival by best response, following the start of CBDCA+VP-16 therapy for recurrent high grade gliomas.

Table 2
FHRE T D HZE BRI
PFS 0sS
N mPFS 95%Cl P* MST 95%Cl P*
£ K 11 1.7  0.3-341 5.6 0-11.4
AR AA | 2 0.7 1.9
GBM | 9 1.7 04-30 038 5.6 0.7-10.5 0.61
age <51 5 1.6 0-3.4 3.2 2.5-39
=51 6 47 0-106 0.153 16.7 0.475
KPS <70 | 4 1.6  0.3-29 29
=70 | 7 1.7 0-4.2 0.835 16.7 4.0-29.5 0.1
Best response SD 5 47 23-70 16.7
PD 6 0.7 05-09 0.002 29 1.4-44 0.02
Bl CHT line %1 1 3 4.7 16.7
2 8 0.7 0-2.0 0.031 3.2 24-40 0.353
BEMW 0 4 16.7
1 7 3.2 0-6.5 0.854
*: logrank test

FEHERL L TEEELBHINGESZED & h,
National Cancer Institute Common Terminology Criteria
for Adverse Events (CTCAE)version3.0(Z 3 1} % grade
3-45F R ERIE A (NP) £3100%, I/MREA (TP) 355%.
A% 27%c KB L, B icgraded DNP. TPIZ Z L
64%, 36% & EHRE TFRY & i, FFFRARIEE 13 grade
3DS18% THA ST, grade4lIFBRD ad o7z, HS
D ERBEESE RO kh o e,

[ %]
EREEMEBEOFRE—BFRTH). B
FERF IR PIERER, WEDRMLZ EIC X ). &

=27 =

Fli. AR, LR ER £ o ETTERIE
BEFRR2BHAT A 2 Lk 503, salvage{LEEHFEEDS
MEATE N5 2 & by, FEFRICIAIIRRICE
Z b D JEEAEAEAE L T E T 2 AR < .
— R i IR A L R L R B
regimenDALFEFHEBA V55, ACNUSR TMZDIE
RS EF L - B EBIE IS LT, cisplatin$®
carboplatin’z £ D 7 7 F 7 RHUMEAIS topoisomerase FH
i & % MR ZMIEE A (etoposide, CPT-117% &)
Z M0 7 N F VAR E 2R T 5B A S
3 Z L%\, CBDCAIXE&MAIT, HDNAD
guanineHIi L AT B I itk h ZAHEDNADEE
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B ZEE L. DNABMEE 2 Z | Rz R
277, £ FOEBBREEL L TUAHvLR, A
B, BRAZEOTHEHRZ T3, VP-1613. DNAS
DY & EfE AR M L TSR B X v 5 R
3T %topoisomerase 11 DEIRAYPHEHI <. MlEEH
DSHHED S G2HIC B B Mg L TRMmEER
b,

WEEC I EEE AL e R 03 %h L - R B
JBHE = % L TCBDCA+VP-16 (CBET) #iE21T> T &
=, FERRDIGHE L LT, Watanabe K 5 1%, TEHEWFEE
JE (AABTXGBM) 1= #f L CBDCA 300mg/m®% 1 H H i<
VP-1660mg/m* % SHE S D A7 ¥ 2 — )V TIRE L .
MST#SAA, GBMIZXf L. &4 19.07 H. 6.0 H £ #
# 1L Tw 5%, Franceschi ES ¥, CBDCA100mg/m®,
VP-16120mg/m*% & & 12 3HMHES L.GBMIZH LRR
24%, PFS-6m20%. MST 9.0 B L#if L 7Y, Hic
Scopece L5 &, ZZEiBERF X L CBDCAAUCSZ
1HBZ, VP-16120mg/m*% 3HME L. BHHAO/
AOAIZH L T I PFS-6m 60%. MST21.0% H ORISR %
A L7%, 4BETO intensified regimen TO IR (3,
CBCDA%$360mg/m” & Watanabe %° Franceschi & O {8/
BIcHRE EDLTLRDBEE Bo>T0AIZbH»H
b 67, GBM*% E L T 2 FBREEHEBEES T D
MSTIZ5.67 HE. Zho s L5 EIZIFAS
HEVEPPARERERTH o7 PFSIZEL TLS
Bl DFER TlimedianTL74 Bic T F 3. 6 HTO
PFSH 4% ICEE D, T obiEREBonLd o7,
& 52, CBETHHEIC X 2 EEHEANZIR % F L 7<5EH
FFR0 6T, F9AB D RED] T IEE RS RPN R R 3
Bonkict 2R TH o, TOEBREREI.
WEEIC BT 2 BHFEGBMIC W T 5 TMZEMEE DG
JEfER, Thbb, RR17.9%. MST9.94 H. median
PFS3.4% H, PFS-6m25% & B L TH 2R TH -
729, SEIOER THBEIGEE T X 2k > BT,
RIIaHE & L CTBEICTMZ 2 LPD & 72 o e R DIE
flhsge v i, FIEIEHE T { . third line A & L
TOBRBETH o HIERDE W E V) DA SN
ZhoDAFBRESRICBOFELSE X T
bEZ oM B, MICE 2T, TMZIEFEROBREE
THEEIEE L. BRI global 2 IREMHERRE 2 G L T8
D, ZNnsDEF~NOREDBHICARELR>TWVS
AR b BRI h LS.

BEHREK L L UL SEFER L 7% CBET ? intensified
regimen (CBDCA 360mg/m?, day 1 ; VP-16 120mg/m’, day
1-3) T3, BEOBMIIGE RS shi-, RRKEER
KR EGIEM THRET T 2 L 2EBELEDREFI T grade 3
BLE o EE D ep BRI A - i NR A A3 B L, grade
4L )V b ATH 13 64%, BEIXIHTRD 5N,
70, U 2 SEREA b FIRRIC grade 3 LA EA345%I2FR
Hohte, G-CSFOREVBBETHEL 2D, £

-28 -

FER OB ES R M/MURIMA ST L % 25 S 46
i, FREOEFDEZERT S &, JAFREFEMU
DI TO AR L REEL { ShaAEEDEY
intensified regimenid. 472 { & & HHEEMEIEEIC
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HIEN R ORER TR S 1725, intensified
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BURBETHB LEZ SN,
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Secondary malignant brain tumor after whole brain radiation therapy
to pediatric acute lymphoblastic leukemia - case report -

RERFRRESR BB, B2
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[BEEHLUEMN]
MRDOBIEY ¥ ERITE (ALL) Ik BTk, B
Y A7 B iz — I P RISRBHE T b
%, WE, PNRALLIEER OB EFRHIHEZ 5 1
e, ZREMBESHEL ZoTETW 3,
SME. FL I, DRALLICHT 3 g Ba i
radiation induced tumor 34E U i@ i0c Bk L e o 722
FEPIZ AR L 7= DT, AW EZEZMZ TRET 3,

[FEFID]
1658 Bk,

IR IC TR /NRIRBE CALLE R E ., fLegeis,
FEIR2MHEAT (18Gy) fifT & iz, BEREEL 2t b
—HRBET Loz,

16/ IC, 122 HAT L Y BREZ B, R4 ok Bl
DLUNHBRL., EEZZ L . ARBETMRIT
HSHTREE 12 % R Bi0E § 2 EEIERERR S h

T2WI Cor___

A

TIWI GdA‘\_h TIWIGd Cor_

(Fig.1)o 4B FRERT | BHSEIEDS 6 T (A EHIEEE) %
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AL 7cfzd, 25 RRBET o BE 5 IS i i
TEREE) B2 kho k2 5, REMESZN I
AIlE & FIRRICPNET T®H - 7=, 5k & L T Eg
5 1 50.4Gy (HAKJRAT) B & L2 (ICE) % MifT L.
—HEEEBR L Bo7. 208, BRE. FEEHL
bhH. EEINRZZICTHRBBZL Twi, EHN
{LEBE (ICE) BT ABE L, # ORHICHEfT L 72, BEB
MRI Tl {ill FTSEEE I T2WI S {§ 5 D ik A & IS5,
BEZEDE Z 6k - © TMZ150mg/m® (5 H &)
#E5 L. DEARCTTIMZ B 58k L §H8 7 — L ilafT
L-es

L2 L., BH#EI3»HE XD EESFEEAMED %
Lo L., HRICGETLEREML., BHE140 Bl
WK 2 47z (Fig.2) .
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[EH2]
2478 =ik,
9IERFICALL & 2 HT & 41, 2RIES 18Gy/10fr & L5
FERET I, BE2ET—HBRERT Lo,
24551, 10> Bl & 5 F BB IR LiRk< I8
L. R4 ICEEEESEERE LY, BEZEZLL
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Lol (Fig.6) o ERREET 18O RIS 4 Rl
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ALLIGHE®% O FEFEE OB ICE L Tid.
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L DREDD 3, BEAHHRE L OBRIZ, 18-24Gy T
REOFIERBEEDH 5%, BEHRM & L TIX, ALL

W32 T2 IEA#7.9-12.64ETH 2172, BRI,

FIC & 2R AP EERERE S 2 05, FHEIZ,
TR H LB L woBERTH B, —RIVICER
FFE LT, 6L T, BEHE (18Gy<s). ALLO#E
BT (efaik) S8, RBRHEE & B RS o0
(thiopurine, MTX) %33 | 5 415>,

B DWE L7 2ERIcB\WTH, ALLICNT 3 F
FREgEREE 0, ZhZNTER. 1SFERICEERZ
Eb i, MIEBA LD N, BRD2EFICE
WTHSET AR E LT, TSRS & L T18Gy
BHEFINTED ., »o{bREL LT, thiopurine
PMTIXOFERAMSE kb T, WIhd EEETF L
ZZ bz,

ERRER R AR IX, BB X UHEIEORE IS
X3 £0.53~1.39%F2E TH 3. Malignant glioma® 18
Gyl EORRIC 24Gy BB TIE, ZOEEIZ ERT 2
LoFHELHRAINGY,
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EREGE L -0 BB E 2D, DIgAERITTL
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L& L, BB ¥ I ICP (38 - S7H0E) 23
LEAB L %5 72, MRIEIZEBEBERE P A6 1= BEe
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BHFEICEITEXCTORR L
XxCTZEN & U T8RO ATREH:

xCT as a potential molecular target in glioblastoma multiforme

BIEERRERERE BRSSPl 2
mf BA D B OEEED, BHE FRU. B HEY, W) E mee?

[FLI]

EiEiE,. BEFE. S8 E 132 o sl
DOoFEETHEEZOND, ¥, EififIzimast
TNH A=+ EMYAR, MREELHEL, i
HTNE A= ZEREICaY br—)L L, MM
fEEBEIVY X - OBRBEEED S F2RE %
HOTWBE, IV R~} F 7 A K~ — glutamate
transporter 1(GLT-1) (544 EAAT-2) 23, Z D& %2
%, EffiffE, BFE-sv»Tiz, BfilacRohn
HGLT-1DFEBEHET LY, b o Tglutamate-cystine
exchanger (X c antiporter) DFEE B TTAET 2 = & A4 H
2 TRAEY, system x, DEESTH 2xCTOFBIL,
system x, DIEMEZBEET 59, system x. 1%, Bt
cystineZ U D iA &, b D IZ glutamate Z fitHH 3 5 ,
CDRDTGET 5 & MifES glutamate HSTEFHREE & 72 b
MREEEEZHRET 2 2 LG o TERY, —4.
MBEPIZELD 5A £ 7o cystineld. MBI Z L% F 4
YOERICERL, VY FX U IZREA F L RIE
VitEDBRIHFET 37, 2 LT, xCTOEHKB LS
M 7V A -+ DREREZ b5 L, EEE
ADMREMAASEE S S L. & 5 1< BB
iR, LHRERICEREEZE T3 —REkoTw
5LEZOND, THIxCTORAERIZESMED
R DTUEIC D h ) . BHEEOBEERE L%
BRBRHID 5 T L BEBENER THDP O ShTY
%129, 22T, RABEREA TR IR S h
TWiRVBFEICE T 2xCTOFRRERET L., T,
EEATR & OMEBERH 2 kv ERFET I L
L.

[ & AE]

BOE DFFBERI W OREE L 7- B35 18 38EH % 3t
HE L, BEWMED - 72 O T Progression-free
survival (PFS) %, Misf L 7=, ABFZEIE. PHETERIA
FERGBEEZERARORRZ/ T, TRTOBEOLH
X BRABICE T TT o 7. BEIEEAINES
REETHREOTARMYIGRBICTEY A FE

G

TEKR T 73 B BEEIER (3097 H] 60Gy) 2 #EfT L 7=,
XCT(SLC7AT11), GLT-1(EAAT2) D& & 51l

N7 74 valEhiEEEROE S suoi i %
EBX L avidin-biotinyl peroxidase complex method “C §1 5
RtakiTot,

12X i 13 anti-human xCT rabbit polyclonal antibody
clone (bioreagents #PA1-19893)(1:1000), anti-human ex-
citatory amino acid transporter 2mouse monoclonal anti-
body clone : IHB (Novocastra #NCL-EAAT?2) (1: 200) %
Awilk, REREORKRERZ. B weak” ¥ 7 12
“strong” & HI5E L 72, xCT & GLT-1(EAAT?2) © Bt
#% high-power field THLE L 75% LU Lk o Ml a5 Bt
D & Z diffuse staining & FE L 72, 75% K it O I i
patchy staining & ¥ L 7z, & 1,0001ELL_E DMl % %
ATHEL 7c, ME L BEORAHSE L., weak patchy
% 7213 not stained % “weak” & L. diffuse weak, patchy
strong ¥ 7z 13 diffuse strong % “strong” & $5E L THEST 1F
L.
Western blot analysis

R RIRT L Th - BB S AT
IBREBI T (5B ¥ 7 ZHE11) (SE# 285> © 797%) Western
blotZfT\>, GAPDHE D% & > THERL 72, 1K
Hifl 1 antibodies against xCT (PA1-16893, Affinity Bio
Reagents, CO); or GAPDH (sc-32233, Santa Cruz Bio-
technology, CA) Z V> 7z, 24413 horseradish pero-
xidase-conjugated secondary antibodies (Santa Cruz Bio-
technology) % V> 7, ECL reagent (GE Healthcare) -
¥ ¥ 2. _X— 3 ¥ L, chemiluminescence signals % 7 &
L=
MRIEI&Ic & 5548

AT DOMRI IR (B L FLAIR Hif§) % 85t L 72, &
BN EFEARGCBEEST 2 KM HEICER S hx
WASFLAIRRTHEE SR D 6 11254, infiltrative
imaging phenotype (27338 L 7227, ARG 7 (B iR IE

_ “pseudopod” appearance D A% 29 % 1 D # expansive

imaging phenotype & L 7229,
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HEETRRAT

Progression-free survival i Kaplan-Meier method TH&
it L 7. Log-rank analysis % fT 7z, Univariate & multi-
variate analyses % xCT. MGMT staining score, 4Fffi.
performance status (the Karnofsky performance status)
W%, minimental status examination (MMSE) score,
ZEF & L CHERT L 7. stepwise multivariate Cox reg-
ression analysis T IEDERTE % 1T > 7. xCT score &
D EF DB IE x*test. Spearman’s rank correlation
THE L7, P<0.05ZHEE L7,

[# &I
WREEDFE

SSEEGI DRERW I TR CBFETH - 7. BIF
¥ COBKERIZFE 2, B T7 X Tprimary glio-
blastoma & HITE L 72, 4R 59K (21-795%) B 17
B, #2160, ZWiK D Kamofsky performance
scores 1360, F¥ MMSE score {3 20.4+ 8 4, W& 13 par-
tial 7519, gross total 25194 TH > 7.
xCT,GLT-1 & MGMTORERBREOER

EFER Iz BT, 55\ xCT RIZFEMEZ leptomenin-
geal cells & —HB D astrocytes IZ 3RO 7z, PFEMAEIZ 13
xCTD Bl % 38 - 7z, xCT @D positive controls

Fig.l |

ELTHELRBERTH o7, 288 (74%) I BT
strong XCT expresion% 72 &, 10175 weak xCT expresion
Z2 L7 (Fig.1). HEBICBEEET 2 EFEBOBBLT &
1B R BRI 13 GLT-1BE . xCTIRHE: 0 [EE a0 %
BEERDT, GLT-10FRIASNZ MITTH > 7.
xCTDFHHL% B 72, FFEYLE T strong xCT expression
LHIEE NI b DI, HEICZHE L protein levels 2
Western blotting (Fig.2) T~ L 7z (p=0.013) .
progression-free survival (PFS) &xCT @ EEE

Kaplan-Meier ¥ T PFS ¥ strong xCTHE CHE 12D
- 72 (P=0.048)(Fig.3), 6 variables (age, MMSE score, type
of surgery, xCT staining) @ 9 . univariate analysis Cage
(P=0.125), MMSE score (P=0.0641) 2 B E Tld 2 h>-
72 Type of surgery (P=0.0193) £ xCT staining (P=0.048)
HE TdH - 7z, multivariate analysis T L. type of surgery
(P=0.0008), XxCT staining (P=0.0017) A5 & b {ZFU37 L
T FRAERFTHo 7.
MRIFTR &ExCTORRE D BEE

xCT expression £ MR imaging phenotypes (infiltrative
vs expansive imaging phenotype) (Z B E 2B 2R L 72
(P=0.0226), #\>xCTZRT b D infiltrative TdH 5
SEENE Pz,

Glioblastoma with strong xCT staining (left) , and with weak. xCT staining (right) . Immunoreactions were visualized
with diaminobenzidine and nuclear counterstaining was performed with Mayer’s hematoxylin.

xCT expression s in glioblastoma

patients
gﬂpjs ern blot

B 18
14
12

1
08
0.6
04
02

0

xCT

xCT/GAPDH

GAPDH

Fig.2

Western blot analysis for expression of xCT and GAPDH.

I
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Progression free survival (Kaplan-Meier method) of patients with
GBM whose tumors had weak or strong xCT immunostaining

p=0.0485 (logrank)

Survival

25 30
Follow-up time (months)

[# %]

SEOHH T, WOxCTORERZET 2 BHFEIZ
FERARTH V.0 OBRBEREZET 2 RBEND
BT ENTRENT, Lo LIEGIED 386 & D7z
SHOWE 2% 3 %, Kaplan-Meier 3 T PFS | strong
xCTHTEEICED) - 7255, Pvalueld 0.048 & HEERY
RE(EMZERS L, BRICAREVBHELY 3
LRATH B, Lo LxCTD heavy chainTH 5 4F2
heavy chain (CD98) 45, FHERBIED FHMERFO—
DTHBI LI REZEDES L, BHFEOH LA
B L 2 2 REMEDS D B, SEIOBE Tk, HTE
BE ExCTOFRBR IHBIZE . MGMTOEHFEE L
LA I P52, L L, xCTOEFRESBEED
BEERBRLEEL T I L L, SEOKETY
BEPIKELHOT VR EZELADES L XCT
DARFEBURED TRV BRB OB IES 13 T RAF
THoAHERDE LEITWE, 6, T0
¥ A F I i3 cystine 2> 5 glutathione Ol i PN &K 1< K
2T, EEMEOBRLA b L RETEE, BRI
FiEICBEb > T3 Z EPRESNTE D adjuvant
therapy ~ DL (< B3 L C P 8 L 72 ATREtE
133 %%, FIHBIEAI D sulfasalazine 1. xCT DEAEAT.
72 % 7D Nuclear Factor-B JHEHIT & h 2
[EicZhRHHARF S N, BOKTERBEfTbh T
%, 20081 A IC¥ADRBEERXORRZHB T, #
Hik A BARHENSZE2OHE2ES, EiEE
BB EHE L. BRI O KRB R & RS
|2 5 & 4 — L (Temozolomide) % ¢ 5.3 % Mg b2
JEE S HIRIERI T & 2 sulfasalazine (3 7 V' E ) ) D
HHEZ T 2168 % 1T > T\ %, Sulfasalazine (4
FVEY )ik, AHTHRAS N, BEEKRBR.
REMERR. 70—V, Vo<FFIcALeNnT
WARELEOHER TN T\ 3¥EHITH 5, Phase VI
trial DFIHA DGR (LLtE, WA, RIS Tk Y
VAR EORIER T T €S — VB L L T
KELol, SHBEAZERTESMEICOVLTY
BT 3 FETH 3,

Fig.3
Progression free survival (Kaplan-Meier method) of patients with
GBM whose tumors had weak or strong xCT immunostaining.
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FiRERR Y VI/INEICHT S
KEMTXEREMIC K DB EDRES

High-dose methotrexate therapy with radiotherapy deferment
for the central nervous system lymphoma.

ERRFELER Rt
ANy S SN v/ N |

[Z B]

rhil#ER 1) o3I (central nervous system lymphoma ; CNSL) (3 HEHERIEHE T & % A methotrexate (HD-MTX) &
I + U (radiation therapy ; RT)IZ & » T HIKAREHE THHEZ RN T, BREOEENISEEIIREZIZN T
Wiz, SEIHD-MTX AL L 726l CHIFER £ TRTZIBF L iERIc > X KBRS 2175 7.

[ %]

SER 13 20004F 4 H ~20084F 4 H 1 Y4B i< THD-MTX % % JafT L 72 CNSL 3261 (F I £EHif 635%. 19-76, KPS 92
65), HD-MTX B % i 3cycles IZ T complete response (CR) & 72 - 7z 644 T3 i HD-MTX 3 % 380 L (] 5F 4-6
cycles), RT#fEfTe ¥ FEBEHE L L,

[i& 2£]

2fEH O HfH progression-free survival (PFS) 1210.2 4 A, median survival time (MST) 132.74 H T#% > 7. CRERT
B GIER 0 9 b EEFFEAES] 13 20 (BIZEHA10.87 B, 14545 A) T, 41 CHF L 72 (%5 PFS:1.8,54,10.1,19.0 7
H). RTFAEHE (661) & FERFHERT (266]) DPFSIZ & 1244 H. 784 H (p=0.92). overall survival (0S) 124 26.3 5 H.
32.7 B (p=0.17) TH > 7. MTX D FUGHEGERE (136) 13 FEMERERE (1661) & D PFSHSIER ¥ 2 fHE 2 528 7= (19.7 vs..
7.04 B, p=0.12) . BUDHESEHE A CRTAFHERE (5) L FEFRFREEE ) R Ll 32 &, FREIPFSI34&19.04 A, 33.74 H.
MSTI326.3 7 B, 32.85 HT®H>7-, HD-MTX 3cycles bA_ EDOFESITOSOERAIER % B 72 (p=0.04) .

[i& ]

WIHIEE HD-MTX O SUGHESERE 12 8\ T, RTEFEEE CIXRTHAGET R IC LR BEWICER T s EESZED 6 h
febs, 2EFHRICEESRD ST, RTFEIC X 20SEESRIZED Shish o7, HD-MTIXEIEEETIZ.
PFSIER D7z HITMTXEHES ICRTEMMBE L LWL EEZ o 3, SBHAD-MTXDIEEH. 5] E4 % ? lowdose WB
(whole brain) RTI & 2 IGBEAIR Z M L TW{ FETH 3.

[EU o] B2 BB 5 7 O I E I E OB RES 2 ES ¢

R #E R Y > 23 (central nervous system lym- 7eh, H3VIMEEREDL THRTET 2 Z L HEA
phoma ; CNSL) 12X 9~ 2 #RIEERVIARE T & 5 K& metho- 5N Tw3Y, $EHD-MTXA3E4) L 7T, HD-
trexate (HD-MTX) 7% + 2R & % & Ui Sk MTX#EE%Z & 6 1B L, B3R CRTZFET 3
(radiation therapy ; RT) IZ & D, 24E7FHIRIZF9 341 Z &1 X B, progression-free survival (PFS)*° overall sur-

EstiFE s k) ichoTERY, L LE30%D vival (0S) DIERZIROGEL £, KA 21T
SERIGRFETIETH Y, ThoniEEE2boTL 7o

THREMICIERE2 ALY, REFRBOERER

BRI SN TR, 60 EOERE De%R - 7]

B LTI, AEHE OBEFMEMREE (A ERME R 20004E4 H % 5200844 A DI B AR EE 2T
BIEREIC & 2ETHERMESE, K#, KEL L) 15F JR75 5% T HD-MTX 8 i % 4T L 72 CNSL 326 % 1 5
IE LT BRI RIE & 7 579, CNSLEEE 045 & L7z (Tablel) . #Ffifild19~76% (hRIEM 635%) . B
LLEMGORLL ETORIETH 5 7: 0, HbHHRIEEIC L B 1661 >TH D, Kamofsky performance
X B WHREREME 12 TG HE O modality 12 b E £ 5.2, fE status (KPS) 1% 20~90 (R & 65) TdH - #z. HD-MTX
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FEi 1% 3,500mg/m’ % @ TFF 3cycles HEfT L complete
response (CR) & 72 > 72 6 TILEICHD-MTX EIE 2 3E
L (¥&t+4-6¢cycles), RT % fifTd T HOABZ L L7,

BEERIROHE I X, RREROZ( &L EE MRI
Ik 2 IEBERE DRHAI & TV>, RECISTICE-D & EE

FKOBEIZCR, EFEFROEL-50%ERHDOBEEIZ
partial response (PR)., -50% ~+25%#<iii D152 stable di-
sease (SD). +25%LL_E D& 13 progressive disease (PD)
& FHil L 72 ZEFERRITIC 13 SPSS ver.15.0 % FI V> T log-
rank test % filifT L 7=,

Baseline demographic and clinical characteristics.

BEERBIVARERYR

Table 1
Table 1
325 HD-MTX
deycles
Age n
<63 16
63= 16
Sex
Male 16
Female 16
KPS
<70 16
0= 18

= 265{50/PD RT

B HD-MTX #% wmp 45 PD RT
BH4-6 cycles "

AR R
#HY i
L 26
MTXER
##%3 (CR/PR) 13
RT#FF 5
RTIETRIREE 8
ElS 20 16

MRS

[ 8]

BEAIRIZ1.6~6517 AT¥301r B Thot,
HD-MTX i fT cycle # i 47 [5] B A R E 1T cycle 5 1~
6cycles (median : 3cycles), FAMETT cycle#Ti% 1~10cycles

(median: 3cycles) T d - 7z, IEEERI R I3RS IE CR
(5), PR(20). SD(5). PD(1). ARG CR (5), PR
(10).SD(7).PD (9) T - 7z, &HEH D F I PFS1210.2
% A median survival time (MST) 133274 HTH o 7=,
CREZRTHHEBFGRER O 5 b SEEIEMER3 20 (21
10.84 B, 1455 A) T, 40 THHE L 72 (& PFS: 1.8
r B 547 A, 1014 B, 1907 ). RTEHERE (661) &
FERFIERE 2601) DPFSIZF1244 A, 7.84 A (p=0.92).
08132634 H. 32.7% H(p=017)TH > 7. MTX®D
FOGEBERE (1361) 13 FERERERE (1661) X D PFS MIER
TAEmE D (19.7vs..7.04 H, p=0.12), T5IC

Table 2

FOSHERCRE P CRTFFEEEE (5) & JEARHREE (8) % Lulk ¥
% &, PREPFSIZZ19.07 A, 33.74 A. MSTI%263%
H. 328 HT& - 7 (Table 2), HD-MTX LD cycle
BT T 3 & 3cycles Bl _EDOFERI T OS D 74 Gk
EEZRO (p=0.04),

REBREHI % 2R T % (Fig.1) . FEGNIZS2R LT
i &R RELCHIE L, ARIRER L A AR 0B
WEZ G ERBO7-, GRIRRZEICH L CBEE
1847 (open biopsy) % JififT L. PCNSL (diffuse large B-cell
lymphoma) & B W & M7z, HD-MTX k% 513
cyclesfTo72 £ TATCRE % D, HiZ3cycles(&7t6
cycles) DHD-MTX Z B/ L. Bk EFHEHEZE % . RT
RRRE LT, 2027 ABICERKISIcERRE
Z R ORT (W + BT 46Gy) fEfT L TCRE &2 %,

Univariate analysis of significant factors for survival (Logrank Test) .

Table 2 4&FiEh v 2EAF-BE R (Logrank test)

Number mPFS P MST P

AgelBd 16 TIm (Clo5% 6.3-8.2)  0.51 26.3m (C1a5% 1.0-51.6) 092
63= 16 147m (C195% 7.6-21.9) 32.7m (C195% 0,0-66.8)

KPS
<70 16 124m
Jo= 16 9.9m

RTF#

17.6m (CI95% 4.7-304) 0.48
32.7m (CI95% 22.9-42.5)

(Cl95%3.3-216) 064
(Cig5% 4.1-15.7)

&Y 8 124m (Clo5% 79-169) 0.92 26.3m 017
L 286 78m (CO5% 4.0-11.1) 32.7m (CI95% 3.4-62.0)
HD-MTX[El
a 14 78m  (coS%44-112) 045 14.8m (Cl95% 7.7-21.8) 0.98
3= 18 124m  (C9S5% 16-23.3) 37.8m (C195% 16,1-59.6)
MTX Best Kb
CR 5 7Bm (CI85% 0.0-17.2) 0.98 26.3m 0.51
=PR 24 190m 32.7m (CI195% 3.6-61.8)
MTXB G
5B (CRPR)
13 1970m (Cl95% 0.0-403) 012 26.3m (CI195% 9.6-429) 0.97
FEHEERE ()
16 7.0m (C195% 6.5~7.4) 32.7m (CI95% 8.0-575)
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Fig.1

BEfE - KRR
TRIE
HRRBER
—PCNSLE
RIETEEZ

HD-MTX#1
Fig.1

HD-MTX#2

e : 525 ik

MTXHEH#RT
fFEdIz2m
THEH

RT~

HD-MTX#6

52 year-old female PCNSL. Recurrence after MTX #6 treatments without radiotherapy in 2 months.

[F %]

X R V) > 25 B (CNSL) 236§ 2 HD-MTX &
e, 2NERZEUBRHERERORZEICLD, £
DR PR EIZ 3339, AICE TR L TELY,
L% L. BEED CNSLORERR DO RER O —21Z 1,
HERIGFE I L D EESHEEL-FETH-TH,
FERRE . EOBFREMEELZELC 2 2 L0535 .
QOLIIE L (BT T3 thEFons, BKFEER
BEEOREICOVWTRERAELE LS, BORE
ik vw, HERE LRIEE. STRECER
EEE LU, EITHEICTHED S 1ETHRILCTT 5
LEbi, BiTeombl Lo Eindg L BERIaE O
EVERETF &> T 39, WiEEEORLEDHA
& L TFreilich 5 iZH 2fTH 7. HD-MTXZ X—2
& L 7AbeEmik o &% TV, 2R3 92%, MSTH530.5
yRAEVIEBEERERLY, LEREORTIHEL
A DB BRI kb o LOBMELH BT,
—7 ., {LEFERED A TR Y IBESRIF 2T
baIEETRTHWMEDFELY. BEEBREDRE
JRZERNF DD TH . CNSLIZH 1} % OSHERF
OfThLAERE2ZE L LEZIONS, fE-T.
HD-MTXASZ4h % i L, CRICE B REH Tld. HD-MTX
BHELELT A2 LT RTZHHEL. BESEDS
N7 E TRTZ M A 7= BUR L s 2 fifT 35 =
P CHEHEINEEOREZELE B L L bIZ, 0SD
EESEONZARESRNL LTEZLNS,

& [a OFER TlE, HD-MTXHH 3cycles#& T # CR
Lo 6RERTIE. RTZFRFEL T, EiZ1-3cycles®
HD-MTX 28 L 72, e, fEEFEEIZ2

-38 -

I (EZEA10.8 7 H. 145 H) Th o 7255, 4B TIE
DRI R L. B RMGSERRE 2 T L 7.
4T ORI T DORTEAEEEE (661) & IERFEERE Q661) T
I3, PFSH3%12.4 4 A, 7.8 H(p=0.92) L RTIFFRFHERE
THD o7, HD-MTIXAIGHI% (. TTERTFERR
HEAOREANEENTWAZ ER—HEEZ N
%, MTXDEIGREFEEE (1361) N T RTREBERE (5) & JE
FRHSEE (8) 2 Ml 9 % & PRIPFSIZA19.04 B, 33.7
»ATHY ., HD-MTIX~DRIEVRIFEHETH -
T, WA 6cycles LT DIEFETIE, 3cyclesBA T +RT
Iz X B RIHAIEHEE & I L TR ER T A EmE AR
5N, E 7, MST I3 RTHEFHERE 26.3 7 H. JERFIERE
3284 BTHH, BHRBICHEIRTE MEFT (B, RT%:
3 BAtR) LT b AR ICRT 2 AT L 725 Al
R, OSHOERFRIFZ L EFZ 617 (Fig2).
SEIOBRTIE, FERAEL L%, RO
it F+4rcidd a5, 26 DORER L HHD-MTX
ek X b 5 Ho R o 1 2 Fi s
EEHRETZ S B £ T3, RTIIEIHNGEE L L CiEfTd
RELEFEZ SN D,

Gaurav & |3 B A(LEERER ICCR & 22> 74212 low-
dose whole brain radiation (WB) therapy 23.4Gy%& fTV>.
PFS 404 ATH o7 EHE L T 37, FHIARER Iz
MTXE I B & it TEA RS (WB24Gy REE) 2
19 = LT, BETHOBICKUCHEEEDBERZ
T 2 L ARIC, BREFOEMBHE OS2 ET
ZLMAERE 2B ETFHEN, SBROMTEREL &
Zohd,
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Progression free survival and overall survival with or without radiotherapy.
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On line registration of Brain Tumor Registry of Japan

ENZDSA 2 v & — BrhiEst Rl
FRH EFE, = R, B AR

[RfEELERETOERE]

REB S EHAEE LI 19TEFEICRI S h, B
] o R RS D 75 LE AR EE - Wik - TR & L D E g
FHELSHIZL, ZOBRFEOESICERT 5 LEE
HIE LTw3, Bk b #3000MERDOHTIc k> T
T = B3EHE SN, 20094 F T 1280 RNEE £E
EEHFRATEMERZTITLTELYY, B0 o 13HE
HEA BARR AR LFE Neurologia medico-chirur-
gica @ supplement i~ Report of Brain Tumor Registry of
Japan & L THFERZEIWML T\ 5, 2004505 13 H
RGN BIES HNBREB2OTIHFERE 20, 2
ESoRFEDMriENEHERREXEE L L (HE - #
WEETTw 3, XBZRBRIC X 2 NEEER- 7—¥
SR I TSR I B 3 2 MR ERIE 8 CERR194E) § 1o 3
THTTo T3,

2R ICIBER L 72 19844E D> 620005E £ TOF— %
22w Tik, =2 ORERL B ERrEN R
REMRICEMA L, BEOKSL - £4AH - Fha
DIDEFZEOBABRE L b, MEEKEL -
HRAL - WRREE - BRIR x £ o % MRS S ERGHEE
KEERCIEL ., ENdA ey ¥ — LEIREA
BRETHITL TE 7%, F/MB X 24000-500000 D%

BB Y, Z0H LR FEEREL X 3000-400061 T,
E N THAET 2 RFEMEMERE 0348 %2 5D Tw»
BLEEZOND, ER4ET LT TERLEFARET
BRI REEhABEOID-£4EAR - KR Y
DENEREEDBEDEFER LT TELD.
20034E5 H OB AN ERIREE DRI ICHEVERTEE
BEEE o7, 22T, BEMBALY I —ITBW
T, BFFAEERIC DLW THBASEEZEESORAY
BTHAEEERL .

2001-20044F ¥ TEWR E L 7-FHE 3. BHEREIHRE
SEERREM L 7 fEFIC OV T, SEREATREE AL L 72 BE
FOERE b L IOREDRE - BEER - 20 - EA
B BRREEA Y%y b ETEBRL., 5ELERF
R -EHREREOVHODILTAIENTEL LI
ol, MEBEZERAZEROF—LA-LIi
2008EICBHRR S L (R1) . FERlO T A FBHEET,
2009548 X DAV 54 Y EBERBAL 7. MIEES
E#tatic & b, BEOEBENE. FEME, 1k
O, £FELZ EPFEMCRESh. BAICBY
LMIER BT 2B EMA I LLTELBELY
BriroTwa,

S EG

Vhao=F  umRebu

e ELAN  SQeCEa

]

o

[

sinee 1973

i

O anem

* UMINT LA DO TOEML R b
Bitp P, Ty

¢ ERERNL S RO ENLE b
- nm e A

B EREEER S R0
Tl i

i, i s bt Tl

-40-

1



Neuro-Oncology 18(2), 2008

[AEAE]

T— 7 Bk R I KREREERER LY bV —
2 (UMIN ; University Medical Information Network, 74~
BREERBIADA ¥ —Fv FEEHAT—F &
> # — (Internet Data and Information Center for Medical
Research ; INDICE) ZFI L7 2 ¥ 54 Y AT A%
FIALTWw3, B0 F—2B@RE . BEESR
FEOAIHAPH ZNZUMINODDERE L 72 LT,
TIEE 2 EHEE B 210 T HIC. INDICES X Ol
BEEZFED-ODID/SAT—F2HET3Z LI
& 0. BEFLEHEERHP (RDY~D7 7 A58
gL B, BRIGHEBARBERALINLT—FT
b, EbictFa)T4—%EKLL LTHERD
BORZPIVT WS, AV 74 YEBRICK > TEIRE
Ne7—2i3, BHENES2ERGIZE2EBRT
Fzv L. A +oRTF—FICOVTe-mail TEHRE
IR EITo T\ 5,

20094F (= RN RIEFIE O FET 2R IZ2E
#1500/E7% T, INDICEDIDZ% HifF L 7= ERfiix5ET b
T2 LAEETH B,

FwmEhiz7—% 1, HEBEERFTHEEROH
BEL A v ¥ — RSB R R SR CREE I
RE L. BRI AE Y P —72 6 IR EEREREH
FEHEER ERERWRECHETZIT-o>Tw 5,

[EFAE]
A, GBS SHE R

2001-20044E 12 IBE R BHIG L, 18D S5EFB L
TRERI D B8R %2 20094ED0> 5T T 3, EAGEHRER
#EICL D, BEORL -EFARREGTH L, MERR
AID% EEAPRETE 2NFEERSTER(R
h, BEOEFHH - FMiH-FECHRERF-AE
TOERRE -7, BEEHIEF o, A
TR 2 BRI HEE L 7R £ 7= R EREE T
TREBI D A %2 FBIEHR L T %,
B. Wi BRRH R o 8

AV 74 VEBROBAL &b, 20014EDER D
& 1% 20074F WHO 43 (The 2007 WHO classification of
tumours of the central nervous system)¥ & i T {4 EE
Zhbet. HISEEOHBIEETo>T w3,
C. B#EH

Tk, ABEAGRIER. B RREERES R
., C.EBEREEHEER. D. 28 - HER. E.
EREROS>OEB» 6% %, WEZH 2RV T,
A D -EDJEH i3 FFEERIED - SR EAES & b 3
HBTH3,

[BFEREA VS VEBRICEDEDB T ]
CNECTOMBTEBICMA, 2011FEICFHETFE
OIIERE 2EHEE 13 TIE. WHO20074E Iz f-T s

-41 -

TR BB RERI O SE AR R IR R E - B3
% T WA B 92 A% Kaplan Meier i I TREHTTE 3
X 9127 %, WHO20074E Ic S\ - iREEZITIC X 3
EHFHME - BRUEESRETEL LIS, BH T
FHLMEZ I DLW TbEADTF— Y 2EHT5 L
WTED,

MRS 2 ERH A FE A X E ) Tirbhi:
PEREBE DE L XNV TORMETH 525, KETIX1992
X ) KHEBLRFEENTH4. Central Brain Tumor
Registry of the United States(CBTRUS) Statistical Report®
ELTHETENT W B, 2000-20044F D 54E [ 1= B 3
XN RFRMERER D B3 28,821 A TH 5, i 16
M CHBEZ G L EAOLAZRTHY., 0T
— %6 AO10AAICH L TORBERMESOFE
FEEUERII6S A (ISR, K172 TH B Z
EBME SN T3, KETHEERO MBS
TTHONTWIDINL T, BATHERSREE
TOEFBTTOLNT 305, MIEE REEN
WA GEEVRH -0, LVIERELRT—2 25853
fedizid, BEICEERD - - EMOBEERSHE L
EzZiohs,

MESE2EHtEESTRERI N BN E2EE
BICAHT - IchlicHEHERA S EZES %
REL CHFEEOEFIIIE L T 3, MEE2ER
Aot veftbhaZ tickh), ThETH
BERB E L THERR AL - R¥EPERRE TiTbh T
WEFLEROBEICOWT, LhElsLERE
PMTH Z EHSEIRBIC A D, RERESE 0 B2H - IR
DEFRFICROICEHRT 2 2 LBHIFEEI N5,

[BEDHIciTS T L]
@O UMIN® ID OHf§

19994 IC H AR ARl ESTIRESBICNL T
[****_nsu@umin.ac.jp] &£ \>H UMINDID &8 A7 — F
ERMALTOETHE, SAT—F2#H%LLEN-ID
EFROoTwRWHRLTOR—LAR=Chod T
4 CHFFELTEE Y,

http://www.umin.ac.jp/id/

FEEPEL IR IR —LR—Uh 5T
BEREEALTLES Y,

UMIND X =)V 7 FL A6, BEGBHSD A —
7 FLANDOBEREZTo T &, BBEE
BEHfTbN Tz | INDICED /YA T — F &%
TEEVADTIERB(EE Y,

~ERRERTED L e~
(1) _E&0 website~7 27 & 2
C)EEO B FA—NT—CRI2VT]ZZ ) w7
(3) A —NERiE 5 [uminacjp A — V7 F L R 5l

DA—=NT FLAND A —VEREHEIZ 7Y v 7
(4) [ A —NEEEZRITIIR IV v 7, BWREEASL



Neuro-Oncology 18(2), 2008

TLEZ 0,

6) [ LRETEERERTI IS TRTITT . ALE
fECRRbTEE T,

@4 v 94 v EHDI®DINDICE~DEH

MEE 2 EHFEE S T — L 2= (BTRI-HP) ~
DT PRAF v 74 v EFOROIC, BHES2ER
HEELEBERANEHRETILESDD T,

(@) K% (b) 5D D3 (QUMINT FLZ - (d)#)
B - (e) BERAERT - (DUCASEROBRERD A -
(g)INDICEDS AV — FOEFHE - HDUMINT FL A
PEBEDOA LT FLANDEEREDHES G
L T, BARREARIES - NES2ER SRR
DOF E~email TEZED (FE W,

i _E3EF mmurakam@nce.go.jp

INDICED S A7 — F« 7 72 AFKIC DT HiE
LA=NTIEBWELET,

(UCASB D 7D DINDICED /S A7 — F & 338
T, BRO-HICRMNEELEKHEES~D
BRBNETT)

| R T4 THID -PWEEIG L., fEG%2FiRT
BIEMTEET,

@HP LA v T4 Bk

UMIN ID £ INDICEIDiZF L b D TT A5, /S AT —
Few) 38242 h x4,

* UMIN ID/PW— i[5 & EFEH HP

https://center.umin.ac.jp/islet/btrj/

« INDICE ID/PW—7% ~ 7 4 &

(32 K]

1) Report of Brain Tumor Registry of Japan (1969-1996).
Neurol Med Chir (Tokyo) 43 Suppl : i-vii, 1-111,2003.

2) Report of Brain Tumor Registry of Japan (1984-2000).
Neurol Med Chir (Tokyo) 49 Suppl, 1-101,2009.

3) REEEERFERS HP,
http://square.umin.ac.jp/~btrj-isl/

4) Louis DN, Ohgaki H, Wiestler OD, et al: The 2007
WHO classification of tumours of the central nervous
system. WHO Press, Geneva, 2007

5) Central Brain Tumor Registry of the United States
(CBTRUS) Statistical Report 2004-2003,
http://www.cbtrus.org/

-42 -



Neuro-Oncology 18(2), 2008

#3aM Cushingd® : Crooke’s cell adenoma® 1

A case of intractable Cushing’s disease caused by pituitary Crooke’s cell adenoma
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| S
Fig.1

Coronal MRI showing an intrasellar tumor (a: T1-weighted, b: Gd-enhanced,c:

Note swelling of the right cavernous sinus.
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Fig.2
Histological (a) and ultrastructural feature (b) of the tumor showing distinct hyalinized
appearance and abundant intermediate filaments, respectively.
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3.0T Dynamic MRINEFR T - fz Cushing s D —%4

A case of Cushing disease diagnosed with 3.0 T dynamic MRI
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WBC 19000/ul (Seg 80%, Stab 9%, Lymph 3%, Mono

6%, Eosino 0%). RBC 535x10*, Hb 15.7g/dl, Ht 48.2%, Plt

- 46 -

32x10* TP7.0g/dl, Alb3.9g/dl, BUN 17.4mg/dl, Cr 0.74mg
/dl, UA 7.9mg/dl, GOT 37U/1, GPT 72U/1, LDH 460U/l
ALP 350U/L, t-bil 0.6mg/dl, Na 138mEq/l, K 3.2mEq/l, Cl
99mEq/l, BS 135mg/dl, LDLc 214mg/dl, HDLc 65mg/dl,
TG 264mg/dl, CRP 0.2mg/dl, HbAlc 6.1%TH 1, 5
IAE - B E 2 L Tz,
[AmhEPTR]

M o v F 7 — V4l (38.4 (R 8)-31.6 (168F)-21.3
(231)[ug/d1]). MLIEACTHTE (123.8 (F84)-101.7 (16[Kf)
-65.1(231) [pg/ml]) D HAZEB DKL A S, R
e o )L F — LA (312pg/day), FRA17-KSHE (13mg/
day). FRH17-OHCS{#E (15.9mg/day) b EETH o 72,
flad FvE MBI IEREEEFEATH - 72 (LH 1.8mIU/ml,
FSH 8.3mIU/ml, TSH 0.036uIU/ml, £-T3 2.59pg/ml, f-T4
0.92ng/dl, GH 0.08ng/ml, IGF-1 89ng/ml, PRL 8.5ng/ml,
7 F A5 13 >11.5ng/dl), over night 7% 3 A 4/ v
BB X Ime- SmgBfTIC B W THH & HilH S
potc, 7. CRHET A - DDAVP BB &
MEfT L7 & 2 AW & bRifEic ik L T15/@F ke
oo,
(RSB E IR E]

BB ME K7 L, NEZEP debris (+), P fatty change.
BB RELL.
[FEAHEEMRIBE]

BUEE I T L.ST MRI% ffifT L 7= 23 T EFIEE O F1E
ZHERTE b o7z (Fig.1)s

PLEX b, MiEACTHEfE. M7 cortisol H IZEB)H
g PRl cortisol EF, 1mg T ¥ AV L HIRR
B & d, CushingfEfE#ETH 5 Z L IXHAT
H 5 H5, CRHEMEE, DDAVP & W08 Tl 1.5655L
Fis i3, F 7 8mg T ¥ ¥ AV v I EAER T B
XY, TEFABMRICTEEOFEXHEATE R
7po 72728 CushingmOTEEBMTICE S oz, Z
D= @, Cushingf@DEZMWI %2 T30, FHIGE% T
T2EHNTYRNCBAE B o7
[3.0T Dynamic MRI#&Z]

B EE I THEST L 72 1.5T MRI T3 I8 O B2 WER
T & h o 7253, 3.0T Dynamic MRI Tl b L o 8/ {H]
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1Z2.0-3.0mm less enhancing mass % 78 7= (Fig.2a,2b) .
[ER&ERET > 7Y Y]

TR IR Y~ 7Y » 7 % {7 L. MRIE RO &
At AL I ACTHE R i % 58 & 7= (Table 1) (Fig.3a,3b)
FRAYIMH D ACTHE D 2.0f5 2L £ (C/PEE>2.0)TH -
e

3.0T MRI L MERERARIAY ~ 7)) v 7R LD E
M ACTHEEEBRIE IZ X % Cushingfi§ & DHEERBZWIZE
D #R S Y T B (R IEEE R T 2 AT L 7
[FfiprR]

FHZEREHET»607 70 —F Tirot:,
PV aBEIRE N T YV EEREEEL . B
[EZGIBT 2 & bvaEMlicBEAGROFES PV E
BERBO L, —H2ihRemEIc R LT EER

BoZW %8, EEZARNICHEELFR2KT
E L.

REEZHPTR]

iR IR S B A ik ik o B 2 Ml A 23—
RRICHEFE L Twiz, £/, RERBIZEBVWTACTH
pEhBETh o7

Kiige3 =Sl

P47 IR IR I ACTH<S5[pg/ml] (RHH), IiE
2)VF V= 3.4 [pg/dl] (F5H) & ACTHTE I3l B EE
BTFIET LEEReRt I b0 LEZ oM,
Z Ofthd FTEMEF VE EREEIZIEFHENTH -
7o i ERIZ REFCH b, SRR & 742 - 7z, BE.
A NF Y — IV OFEFHED AT L TV 5,

Fig.1

MR imaging performed by 1.5TMRI scanning. This examination could not detect a tumor mass.

MR imaging performed by 3.0TMRI scanning with gadolinium enhancement, coronal (a) and sagittal view (b).
These could present a 2.0mm less enhancing mass located in left side of sella turcica (an arrow head).

=] =
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Table1

Cavernous sampling loading with CRH.

The examination revealed ACTH dominant in left side cavernous sinus, and C/P ratio was 2.0 or more.

Cavernous sinus sampling

ACTH 04 34 5% (CRH &75#)
= 10700 41200 29900 [pg/mi]
=1 181 574 361

R 103 = 189

Fig.3

Angiography for cavernous sinus sampling, A-P view (a) and lateral view (b). Arrow heads indicate the end of

catheters located in medial-posterior of cavernous sinus.

[ %]

Cushing I, CushingfEREED F TACTHIKFHET
B|PREE 3T, KFEIE, TEFIHENDACTHESE
IRESFREETH 5., FiAHOREDIRSL {, AT
FHREICB O TERBN L G2 R THE3H 5,
F 7o, MRLE, TEEFE I S e WIEFILFE
L., i & T TEFEFEME (incidentaloma) 2310%
BEFETA LV EESHZ, DEDZ 5
Cushing## & ZPFE ACTH 7 4= I o B e 72 51 3
Bl Z ED3d D, BWITEED - IEIRN T SR
IR 7z i3, BREIREY > 7Y v IsEHTH 5,

3.0T MRIZACTH 24 Il o) i H PRI & 2 e T
% 2% L\ —)LTH 5, microadenoma DFEE D MRI
(1.5T) DI HFIZ 60-80% TH o 7= A5, 3.0T MRIDH
HEIZ0%U EThBLEZSNTEY, BELD

~ 48 -

planning (ZIERICHRATH 2 LGS LT3, K
FEGNZ BT 3.0T MRS B W TH O TIEEHMH
ENTEhiBELIEEICERTHE-/z, LL,
Pantelia & b E L T 3 & I I TEEBHEEOFE
FEICABEHIZB L LERD Y, 30TMRIZFHE T 5
EeREREicREY > 7Y v S OB E — LT
VW3 EDHEELHICEBMNEENTH 5, BIRK
Ry~ 7Y v 73, BFMEACTHEAIEE L 0F
Aicvoh s, XEEZETTS I LIk b EE
DN aABRTOEADRD ZRETE 3,
ZREFITlIE. 1.5TMRIIC TR T in 5 72 Cush-
ingﬁﬁ'ﬂgﬂi:ﬁl,f\ EREIHY > 7Y v F o
fEfAl & —3L L 7/EE % 3.0T MRIIC THEE M L&
BIEMIC TR T A Z M TE: 2 LOFE
TREZLTH S,
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[# 28]

B REREE D 3.0T MRI & iEREIRTEY >~ 7Y v 7%
HWTEE5E L, BEEICHH L& 7 CushingfFD
1% KRBk L 72 VAT IC BB OB 2 RE T Z A2 \iE
BTG IMET 35 728, 3.0T MRIOEAIC X
hERERIC L 2REBAET b0 EEFEZ oM,

(32 k]
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RAHFERZEEFRET IR LT M TrERRO—FI

Suprasellar granuloma with Rathke’s Cleft Cyst : A case report

JLE A2 BRI, dRE kS )

AE &Y, W FED. FEK RV, L 21V, bl 52,
B 5T, Al B2, R B2, I F2, B Y

Key words : Rathke’s cleft cyst, granuloma, hypophysitis
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RV T S (SRR o0 FE B MR 28 L 3 % AT 61
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£, Ll EifRZHioRTEE LERHNTIE
AT D, EERE L 2 L IERERZETST
EhWIEHds., SEZL IIHEIBEEETH
h AR EFE 08 LT - B0 —Fl % E5
L7DT, XENEEL2ROTRET 2.

[EE #1]

[(BBHI67HE ik,

[FFF) HETREE,

(R RE] FOR RN B R R B (204E /) . IEH EERAE
(10%ER) . EIPNEE, REBEEERE L . MEmydeL
[RIEEE]  : B .
[BUWIE]20056E 12, BEE O~ BR L, BN
MERZ %2, BMEEOZKHOL LML 7225,
AL 7o - D YBERMENARNRRR L a0, B
HMRIBE % MEfT L - BBEE I3HEE ST, #ER

DA b HIRER L 77088 L ko7, 2008538,

BAEPICRAHORIMSKE &b, BR2ZZ L1, Z
OBRERBIRD B o, BREORE2Z T, FAE
SHiIC BNBEFI 2 1647 L 7225, 2 0k b 2EmIciE
BFsig s &L T /e, A9 HIEE THEHEMRIKE
ZITVE I EEERER RS, LbERAEAR
I =EZ Loz,

[ABEIRF BUIE ] BEE I, P Es . HIER. Rk
FEICTHEITFE 2RO 7= (Fig.1), 7 Ofic R
BiEFT RIZFEO b o T, T-FE BRE. #E
W, BRNE. SHER. DBE BETE (55
B ERNVEVEBEZEIMRLED o/,
(2T RLIWBC4300/ul, Hb12.5g/dl, PLT19.3x10%pl,
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BUNI12mg/dl, Cr0.87mg/dl, GOT19IU/l, GPT10IU/l, Na
144mEq/1, K4.1mEq/l, C1106mEq/l, CRP<0.03mg/dl & IE
WHEATH o7/, HPDH Ve EBEMEIXTSH:
2.55uI0/mL (%t ¥ {5 0.38~3.64), fT3:3.14pg/mL (2.13~
4.07), T4:1.38ng/dL(0.95~1.74), GH:0.17ng/mL(<0.42),
LH:3.24mIU/mL(1.22~11.05), FSH:7.80mIU/mL (1.7~
25.8), PRL:35.1ng/mL (3.58~24.1), I L' —)1:16.5
ug/dL (3.8~18.4), ACTH:11.8pg/mL (7.4~55.7) &£ PRLD
ABEEEEZ T L T,

Cifgepn R SEE iR ERERFEO T, Frvagk
FPPHAYRY 5N 2 bEFOBIKATRIZEED %
» o7z (Fig2) . MIEFEMIRE L. yraf F—2 A
ZFEDE 3BHLP R OBEORIIRD b o7z,
SEEEAMCT T8RS & 8 &I 21 T16% 1 lmm
K Disodensity THEBA low density D ZERIPERZE % 58
O, AKALERD sk olz, ERXH—LE
R ROz, HEMRITHESIZ. VoA
58 EERICH T, TR & ERE L TIWITH~E
85, 2WITEEETHhH, BlREZEI(ATFY=
Y LTH— IR E N, TERBEOTIWITOE
BERHEEL TV, AXNIERICL>THLE
Fen, Al ofTkEn i (Figd). £EHE
DFEERIZFRD 6tk o7,

[ABEEfR] RO EENEE TEFDO EGICH S
Z Ld 6, 20084E9H4H. 4 front-temporal approachiZ
T BAEIES R T 2 e L 2. IR O TIC
FELTwEN, R 0EEIRETH- 108
BOTWi, BREEIZEE L Ts ) AEES L o
BEREETh- -, BERTEFRHICGERLTED.
HEBOBEEOHECEbONL T, BEICYIR
PERE CAEERS T E, REAOEREDTH
CRD o, TEFFBESEEIC X > THERL
Twa kI RRETHY, TEEAFEZREFETZ L
HEEETH oD, BEE—BRICTBL 7, RE
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B TR oA Lo Th o0, B
o LA RELFEMERT E L.

ET¥E ETEA/AS
Fig.1
20084E9 B (ABEHF) 0REHE ET¥E. A TFEM4EE.

Fig.2
b oL a Bz R RIEASED 513 b B OBIKFTRIZRD 2o 7.

Fig.3

ML AL 58 FERIc T, TERER LERE LTIWITS~EES. T2WITEEE thh . BEEBEIEL A
FY = AT —IcRI N, TEABEOTIWITOEESINEL T\, HRTIFEEIC L>THL LT
5, AlEDRETEEhTW .,
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D BAHARAT R D13 & A E3) vosBRkZ F k&
U7 REEVEMIRE A 5 O T o iz (Figd) . ¥ 7-RFLEE
DEFRBSERO o, AlERIAICL I
EEHEORINEZED, o ofiiaid s
L AE-1. EMAICIEIETH o7 (Figs), 2o BEE
BIDIEEA LR FLEETH o5, UR%Z2YD
¥ & —&fiTciliaZ f 9 P L HiIaPAS. CAM
520 D goblet cell 53R 541, AZFENIZZ 7%

ADBEFEET 5 2 L L 7= (Fig6), HEEMEICADS
N3, ALATF) R~ T) rOWmEIZER
Oldhotz, P kXY AFHREFDRFEEEE
ZHEIY LT B L 2m L,
[kt REF R E I as e 37, REE B L,
DDAPAI & Z MG L T\ 5, 7 TERAEATERAE b K
TlLfd, a—FY20mgz b TH 2, BHE
MEVERB L T3 NERFEBEIEIFETH 5,

Fig.4

FARRDIZ E A LD v BRE EE L L - RIEMEMIEDS G & Tz,

Fig.5

A IR I L ) I ORI 2D, hs OMiEIE RSB LS EAB-1, EMAICBME,

O DIEKH3Fig.6.

Fig.6

—ERiZciliaZ £ 5 FIRE E IR PAS. CAMS.2B51E @ goblet cell 23388 647,
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Tablel
7 b A BRI AZFIEE T E AR D 9REH]

Authors Age Sex Duration CT/MRI
1 Albini 19 F 6M FLit 43 i/ BESR + oyst
2 Wearne 19 F M AETiE/ /5% = cyst
3 Roncaroli 37 F 36M i®AE/I0E - ring enhanced
4 Hama 48 F ™ ZR + cyst
5 Tashiro 24 F REEmL EmAR/MEESE +* AREEL
6 Tashiro 33 F Gk 10 REHEE - SEEL
7 Komoribayashi 50 F M ZR + solid
8 Murakami 57 M 6M BER/mRE + solid
9 Present Case 67 F M REEE - oyst

[32 ]
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Combination therapy of rituximab and temozolomide
for recurrent or refractory primary central nervous system lymphoma
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Authors Regimen RR MRD Survival
Reni M. et al (2007) |T: 150mg/m’ day1~5 31% |7mo(1-70+) 1-year: 31%
T™MZ n=36 every 28da)‘(s
1-12cycles (median 2)
Wong ET. et al (2004) |R : 350mg/m* day1 100% | 6mo (3~12+) median :
n=7 T : 150~200mg/m’ day1~5 8mo (3+~12+)
every 28days 4cycles
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T=temozolomide, R=rituximab, RR=response ratio (CR+PR), MRD=median response duration
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A rare case of leiomyosarcoma in the cranium
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We report a rare case of leiomyosarcoma arising in the cranium. A 55-year-old woman visited our department with a chief

complaint of an occipital mass. CT and MRI revealed a cranial tumor of 8cm in maximum diameter, involving the upper and

lower regions of the transverse sinus. The resected lesion was immunohistochemically positive for a-SMA, desmin, and

vimentin, leading to a diagnosis of leiomyosarcoma. In the differential diagnosis of cranial tumors, leiomyosarcoma should

also be considered.

Key words : Leiomyosarcoma, bone tumor, occipital bone
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Fig.4
Hematoxylin-eosin staining

aSMA x20

Fig.5

desmin x20

4 vimentin x20

Immunological staining (¢:smooth muscle actin, desmin, vimentin)
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