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HERNENFEEEEZS LU EEREZOERNTR
(3) —BEERsOFER—

SRARUREE AN

BEY  HILKRBLAVEAY -AL-S 275 F B EHA& (liposome-CDDP {cis-Diam-
minedichloroplatinum} emulsion : Lip-CDDP) & VX2 fEE% &5 01T, #RIRMSEE(L
%% (superselective transcatheter arterial chemotherapy : STAC) HL UL IR L -
YT AZF BB (imipenem-cilastatin sodium : IPM/CS) B RINAI(LF 0/ 358
#% (superselective transcatheter arterial chemo-microembolization : STACME) # T\ &
REGHTDHLEEDI, BMBDI AT F7F > (CDDP) BEEDHER KL, HEA
HABERROTAEE#TL .

MEETE  BEAkg OEMBFREGREBENC VX2 IEEEZ NG5 B, B4
B#IZ, OENERD S Lip-CDDP 0 é % BB IRAYICEE L /- STAC/Lip B (n=9) &
U@ IPM/CS BB 2 ml %£iTIR 54 % @B IRAYICENIE L /2 STACME/Lip # (n=9) ®
2BHEREL, BEEHE, 59%, 159BOES, B, ME7S5FF (platinum : Pt) 2
EERELE L BHEIJBZOBBREZEV, STAC/Lip # (n=3) 54U
STACME/Lip 8 (n=3) OEFIRES BROEERREE, HSLUBELEPURESLH
EL L. €T, LAERE L4 CODP B 52517 5 STAC (STAC/Cis ) 54U
STACME (SRACME/Cis #) D#ER & LE&HRETL 7.

BER BS5ER, 59, 1590 STAC/Lip HOBEER PHEEIR, 2hFh17.0+
1.6 ug/g, 18.7+2.6 ug/e, 12.9+1.8 ug/g TH', STACME/Lip BIZHW\ T4 18.2+
1.4 pg/g, 14.314.4 ugfe, 20.912.1 ug/e TH 7. CDDP BEEE OB T, 15
43112 STACME/Lip 3% STAC/Cis #, STACME/Cis - L TFhFhERICE
WiBE#ERL A (p<0.05).

55 H#(Z$H17 % STAC/Lip B & STACME/Lip BOEER 2T, 88.0+23.8%,
22.948.8%THY, MEMICHEEEERH~ (p<0.05). CDDP H{FR5 L DHETI,
STAC/Lip ¥ & STACME/Lip #(4, STAC/Cis # (p<0.01) 5 LU (p<0.01)
CHBLTHELERESIFEh T 155 BROEERN Pti#EE, STAC/Lip &,
STACME/Lip # &£ %12 0.991+0.22 ug/g, 1.2710.14 pg/g EHBEHNE VBEEHIFL T
Y, CODPBERE L INEL THEEICEWMEERL .

R VRV —L% B CDDP @ STAC 3 LU STACME (1, RHfichi-3BER
PUREOH#FL, BhIEERENFHREEZRL, DRNERESETHIZ EHFTH
ni-. CEHITEI0H 26 H 2 9)
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A Basic Study of Superselective Transcatheter Arterial Chemotherapy and
Chemoembolization (III) —A New Drug Carrier : Liposome-CDDP—

Teruhito AIHARA

Purpose
The purpose of this study was to clarify the usefulness of liposome-CDDP emulsion in cancer
treatment when administered with or without imipenem cilastatin sodium suspension (IPM/CS) by

the superselective transcatheter arterial chemotherapy method.

Materials and Methods

VX2 tumors about of 20 mm in diameter, which had been inoculated into rabbit auricles 14
days earlier were used in this experiment. The platinum concentration was adjusted to 0.25 mg/kg
with a saline solution and the solution was mingled with liposome until it became a CDDP-
liposome emulsion. Then the emulsion was injected into an auricular artery of the tumor bearing
rabbit by the superselective transcatheter arterial chemotherapy method (STAC/Lip) or the
chemomicroembolization method (STACME/Lip). In the latter case, the emulsion was injected
secondary to the initial injection of IPM/CS. In several tissues, such as tumor and kidney tissues
and blood platinum concentrations were assayed by atomic absorption spectroscopy at 0, 5, and 15
min after the injection of platinum.

The anti-tumor effect of STAC/Lip and STACME/Lip was compared by measuring the growth
rate of the tumors of about 10 mm in diameter in three rabbits on the fifth day of the treatment.
The rabbits were sacrificed thereafter to measure platinum concentration in the tissues and blood
platinum concentrations.

Results

Regarding the elapsed time after CDDP administration, the platinum concentration of the
tumors in the STACME/Lip group showed a statistically significant difference when compared
with that of the STAC/Lip group assayed at 5 min. but the difference was not significant between
the groups when assayed at 0 and 15 min. Comparison of the platinum concentrations in a
previously reported study”  (expressed as STAC/Cis and STACME/Cis, hereafter) with those in
present study showed a statistically significant difference. In short, there was a higher tumor
platinum concentration in the STACME/Lip group at 15 min. than in STAC/Cis and STACME/
Cis groups after the same length of time.

The growth rates of the tumors of the STAC/Lip and STACME/Lip groups measured at the
fifth days after the treatment were 88.0 + 23.8% and 22.9 + 8.8%, respectively, and the difference
between the two groups was statistically significant (p<0.05). A comparison of the growth rates
of the tumors in STAC/Lip and STACME/Lip groups with that in STAC/Cis and non-therapy
control groups indicated that tumor growth was more strongly suppressed in the former than in the
latter, and the difference was statistically significant.

The platinum concentrations of the tumors in the STAC/Lip and STACME/Lip groups
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measured at the fifth days after treatment were 0.99 +0.22 yg/g and 1.27+0.14 ug/g, respective-
ly. These levels were significantly higher than those in the STAC/Cis and STACME/Cis groups

measured on fifth day.

Conclusion

Liposome-CDDP emulsion administered with or without IPM/CS was proved to be valuable

in attaining high tissue platinum concentration levels and a suppression effect on tumor growth.
(Accepted on October 26, 1999) Kawasaki Igakkaishi 25(4 ) ° 287 —295, 1999
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BBERAO—DTH L) KV —LidENEOE
WS F - Fx )7L LTHEESNTED,
PoREFIE A Ry — A OFEHITEREEE T
¥ REDI1OOFELE LTHISh220d
ZU~5)

P&, REFMCVZEETRME L/
R AYENE LA (superselective transcatheter
arterial chemotherapy : STAC) OB E &€ 7
NVOERE, BNERWHELE LTDA IRAA -
V5 A Y F RETE (IPM/CS suspension) (2
TAMAFITOE 1 #ME LTHRELLY. BICH
2T, FNLEMA LT, STAC B X U ER
Iy b f i8N EEAR I (superselective transcatheter
arterial chemo-microembolization : STACME) @
ERE 21T, COFDEICOWTLIE
L7727, SENtE DESEET, VEY—A - ¥
AT S5 F BB (liposome-CDDP emulsion/
Lip-CDDP) # 7z STAC B X U¥ STACME @
FEERAAT, B2 HMOMGRE HBL, PUBAIH
AEE8# > STAC B L UFSTACME 1251T 5%
AHEE R LD THET 5.

BBLUTOERINGER KM ERER
SORF RFATFES © 98-088, 99-096) & ZiT,
DIl PR A B My E B 2 LMD & AT S
bDTH5b.

MHEHE

1. EBRENY & fEH %R

ERYIE, AEAgOEEEEAAGRERER
i L7, EEBEEE, H4lZ PBS (phosphate
buffer solution) T 1x 10 /ml IZEERE L 72
VX2 #I K I 5 > 10MH/0. 05 ml & BB M L1E
81729 (Fig. 1A).

W ERYEE, IPM/CS0.5g 124 + F
FL—F1mZMmz, 305MELEry LK
& (IPM/CS & ik, Fig. 1B) % {ES L{#
HL7.

¥ 5 9 #] (X, CDDP {#if 0.25 mg/kg % EE
Hu#yvy—24 (a— vV —A4EL, HZAME,
WD) IZEE L TR L7
2. EEHk

1) Lip-CDDP # AEDHll%E

Lip-CDDP > £ A1k, BWE L /- 3 ko
Lip-CDDP % &b 0 — Z B ENICEE L, &
# A0 CDDP % AFARK (6 FRREmIIZTH)
TABRFHLEN bR LztR, BTIEAIERE L
Pt ##f A CDDP & LT, Rtk Tl L7:.

0) BEAS LY 77FHBELmP, K
BT F FIREORERAHER O LB

EERIZ I, EH20mm IC8E LBHI4A
HORBRENIES & vz,

TG ES, EEEEHRA, S Lip-
CDDP # 5 ##CT# 5 L7z (1) STAC/Lip ¥
(n=9) &, IPM/CS ¥#iE 2 ml % 5 §bCHRAT
5L, #0308 Lip-CDDP % b ¥ 44
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Fig. 1.

A . Angiogram of VX2 tumor (arrow) inoculated 14 days before.

B ! Photomicrograph of imipenem-cilastatin  (IPM/CS} sodium particles in suspention (IPM/CS sodium/ioxaglic

acid 2 0.5 g/10 ml)

MIETH UL 5# TS5 L7 (2) STACME/
Lip#t (n=9) @2 ﬁ 129, &0 CDDP #

HHEF0.25mg/ke (S L - BT, BT®
I ARE AN A .

WO FhFg 3 M RIS TEE,
543, 150 TRICHRIETE 32, G & ENE &
35 L L DI FRAER, BEMED S I, R
L7z, §E3, EREIC W TEHIBER 7 5 5
7 PO A MIEL, I, FRIZ
DTN, Ry PUBEE 2 MIE Lz, S
5, kO 75 FFREONEX, FHMT
LD, RETFHA ADHK, BFWEETHT - .
T/, MEIC 2L TIEEREEOREE L LTom
Ht BUN & e ClllE L7z, 155 N7z 2
Fko>J5 i T CDDP HARHE5- % 1T - 72 Y O
B (DL CDDP H{kd% 5 o STAC #f1% STAC/
Cis, STACME P! STACME/Cis & #i$ 2)
& et L7z,

M) Foldssah ot

B PEASE 10 mm (Bl 7 Hig)

(platinum

DU AH

6 WEMBD (1, () BT, Fzs
5 H i oM A S T - SRSRL 72, SRR
ELTH, BEROFEHIC BU 5 RO E

DEEREHV, F£/, 5 HEICBIT 25,
T, MO PUREERMET 5720, MR
WEHICRE s, 7—y—2UELE. 8
SIZEEEONRE % {885 4 72 © (2§ BUN
billlE L7z,

foNsERIZ, BEHO STAC/Cis #if &
STACME/Cis ff D59 & g st L 7=,
3. WaIEEAT
B R = PR RETIRL, ¥
7713 Student—t HUE THEED E, p<0.05
A EESHY LR L.

S

I) Lip-CDDP # Aol
BoNn-HAEIL, 0.8220.25%TH -7z,
) TEEANB X O PURRE L, R Pt
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BB DRERERYHERS o HhBg

TEEA POREE R, x5 EZOWET STAC/
Lip B, STACME/Lip B3 Fh£h, 17.0£1.6

g/g, 18.7+2.6 yug/g Th b, Z OWERMIC
ERERED 2o, T 8BIRERE
N 12.9+1.8 pg/g, 18.2x1.dug/g &2, &
OMERIZITAEERE D BN (p<0.01).
B HIZ, 15911013 14.3+ 4.4 pug/g, 20.9%2.1
pe/e k), SHBEEBLTEES LAY
Rohldbon, HEXIED LD 7.

BEHIZ BT % CDDP k% 5 & o H#Tia,
5 E#%E T, STAC/Lip ftdb

X UF STACME/Lip # i, STAC/ Pt.conc.:
Cis i, STACME/Cis # & \iho
MARGDEDHRIIBWTHHR 1

EHRD LN T2, S HHBRT
13445912 STAC/Lip, STACME/
LpBrmfErnLidon, &
E 7213 STACME/Lip # & STAC/
CisHMiZOATZEDH LN (P= 104
0.026). 721541 1X STACME/
Lip #( STAC/Cis £, STACME/
Cis P B LT hEFRAEIIE Y
JB R &7 L7- (STACME/Lip Bf vs
STAC/Cis # P=0.038, STACME/

Lip #£ (X, STAC/Cis #, STACME/Cis B (=3
L, Wiho time point, VFROEAEHEIC
BT AEEII® NP7 (Fig 3).
TPURKEORGER, 5 4H, 155H%HIE,
STAC/Lip #13 F L #41 0.56 £0.06 ug/g, 1.2
+0.33 pg/g, 1.01£0.19 yg/e THH, T/,
STACME/Lip # T4 0.62+0.04 ug/g, 1.81 %
0.35 ug/g, 0.820.14 pg/g &% H, 2325
SR —HFEEMETH - 72H5, & time point {245
GAEMBEORBCIIAERIRD b7
CDDP BL{f3E 457 & o IERIZ B\ TId, STAC/

u g/g(wet)

® STAC/Lip(n-3)

W STACME/Lip(n=3)

© STAC(N=5) —

O STACME(nas) .} Brevous study

Lip % vs STACME /Cis §f P=0.034)
(Fig. 2).

PRI PREL, R5ERE
@ STAC/Lip £, STACME/Lip ¥

A2 N 2N 976.0+ 333.4 ng/ml, 10500
1343.3+193.0ng/ml & 7 1), W&
BliiAEET RO L7 7
5T, WO PUBENSE
N #5017 £73.6 ng/ml, 534.7

1000 1

£111.0ng/ml & &2 Y, 1550 T
1£340.0x4.4 ng/ml, 472.3+96.5
ng/ml & %z o7z, BMEOFHFR T
N D time point (2B T 4 HFERH
ICHEEEERD oG ol B

Omin. Smin. 1 5min.
Fig. 2. PL concenlration in tumor ® P<0.05
% P<0.01

Pt. conc. : ng/ml

® STAC/Lip(n=3)

B STACME/Lip(n=3)

© STAC(n=5) y

O STACME(nw5) I Previous study

il

¥ CDDP Hifkig 5 & o e T 100
i%, STAC/Lip #t5 X 1¥ STACME/

Omin. Smin. 15min.

Fig. 3. Pt concentration in circulating blood
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Lip #£# L 0¥ STACME/Lip #£{3, STAC/Cis #,
STACME/Cis #lZxf L, B, soEkldbiowv
FTHOHMAGLETOEEEIRDO L7205,
1547 #12 13 STAC/Lip 38 X UF STACME/Lip #f
1% STAC/Cis #IZH LARIZEEZ R L7z (STAC
/Lip # vs STAC/Cis B p<0.01, STACME/Lip
## vs STAC/Cis It p<0.05) (Fig. 4).

FR W Pt B 1E, STAC/Lip #, STACME/
Lip ff & & (B RAEIZTE e 2 R L 7s
A, MEEREICE AL EDLIZIEEL T, CDDP
WS EOBIIBWTLARELRDE
VIR A

fiid BUN (22w TH RERT, mEEB LT
CDDP Bfffx 5 & OB THES
FReNLhor.

M) HlEExh RO

#45 5 A#ICB1F 5 STAC/Lip
B & STACME/Lip oM K & 11
#13, 88.0+23.8%, 22.9+8.8%
Thh, MEOKREIIEFEE
A b (p<0.05). ko 1]
AHE L7 CDDP Bk
H ok ®B1L, STAC/Cis BEA7254.9
+76.1%, STACME/Cis £:74%64.0
+32.5%TdH 0, *IHEEH2348.4

.01 7

P
=

F (Es254%

g4 5 1999)
Nizdro7: (p=0.056) (Table 1). CDDP Hi{k
5.0 STAC/Cis #f LM E MR LT, STACME/
Cis BE 12 0.43+0.2 ug/g TH Y, STAC/Lip §f
B X UF STACME/Lip #f 1 STAC/Cis f§ B £ U
STACME/Cis B lZ0 LAEICEMBETh- 72 (v
FTHOMAGHED p<0.01).

F BRI 5 5 0RO PR EE STAC/Lip
Mo 3k 2 A CHERBATREYE Y D
0.12 ug/g T XN/, L L, STACME/Lip
BIMERRUT CTHo7. FHEESHED
i PUREIZSRIERZTo /oML S, Ml
ERRL T TH -7z, BEF STAC/Cis #f,
STACME/Cis D55 HRIZBITAEB L

B STAGUE/p(®)

0 STAC(n=5)
O STACME(n=5) -

Fprevious study

+19.8%ThH-7-DT, Fhlo2
EoOIEERERL, B STAC/
CisBEEBLUMBHLHELTEH
B2 3 LT w7z (STAC/Cis
BECH L d p<0.05, xHFE

BECH Ly p<0.0D). L2 e
L, Bi# o STACME/Cis B & 4 -
Mo 2 FEMICEAREERD 51 5]
dro7z (Fig. 5). .

245 5 HiEOEE N PiREIL
STAC/Lip B #% 0.99 £0.22 ug/g
Tdho72DiZx L, STACME/Lip
HTIE1.2720.14 ug/g TH D,
STACME/Lip B 25% " RfETH
ST AHEIFN A EEIED S

Omin.

Tumor growth rate:%

Smin, 15min.
Fig. 4. Pu concentration in kidney *  P<0.05
#x  P<0.01
e *  P<0.05
| = P<0.01
— 1

’__H

STAC/Lip STACME/Lip STAC/Cis STACME/Cis Control
The results of this study [l and previous study []

Fig. 5. Tumor growth rate (n=each 3)

Comparison of the tumor growth rate in each methods at 5 days after administration
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Table 1. Pt. concentration in tumor of each methods at 5
days after administration

Pt conc.( £g/g)
0.12<

STAC/Cis
STACME/Cis {0.43 +0.20
T *%
STAC/Lip 0.99+0.22 ﬁ
STACME/Lip 1.27+0.14
*  p<0.05
#*  p< (.01
M APt T ERRL T TH - 7z,
55 HEOIMH BUN (&, STAC/Lip BB
& UFSTACME/Lip B Ic#MAIFW L EEE >
HHT, FhO®kSER, 5%, LSEOHE
EREBLTOAERELEEAOh LT F
o, 5 ER, 50%, 159BBLU5HED
STAC/Cis #, STACME/Cis Ft & Ol EIzB W
TLHEEEZEXRD o7,

% =

19654E 2 ¥ & T Bangham 5% (2 X - T =
NIUEY— 2L, EEEOEBRETTH D)
CRREAKMLU TR EShAREZ 5T,
LAMMERAMNMETH Y, HHOERREE:
ATAsmbHHLRE SIS, EEA
SENET, HENSHESLIIEALECIFERRC
EREGHEICENI-EHEShTHEY, R
V—ald, TREBEAKHZNET 5010354
TALFEMIIBLETHASEL I L TE A,
DL RFEES L, AP EIIRRA RIEMEN
W % Feo STREUR A O E MBS 203 2 FEA|
BEE Y AT A (dug delivery system : DDS) @
Db LTI IBHERTwA T S5 12]F
oMk stEbsEbIEilLY), 20
BRI FET 22 LRV T, 2h
T 2 RLHREFR OB,
I—FV—AELIE, L3203 b4 VA
FATrFINANY, TLATO—NL, AT
TOLTIVvEELES2:40: STRAELTY
T —a e Ve, AR BAITH Y,

M F1E 100~300 nm, HIBEREH40C 0 ER
HEAITH A (L EAFRME®RN S IV —
LELEMERLLHK). SEZD) Ry —
LAEFBLAEEAE LTI, HAERELTO
CDDP O #H X O A, R EH+ nm o
—fE Y RV — A (small unilamellar vesicle :
SUV) &b, $E nm O—AHE) H v — 4 (large
unilamellar vesicle : LUV) O AER T W55
ThHh", H—TERAKO L WHEo CDDP #
ALUV ASWEICRE T 20 88H 5, L
L CDDP 50K BEHEFIIT FVT7=4 L >
FOMRBMHEA & HE L TH AFEIVRRICE
B LSEOERTYH CODP HAKIIH 1%
THY, 40%~100%IZEVWT FI)FeL 2>
DY ARV —AFAFD L T 5 LI
fETHo7z. Fi, VRV -3 THD
7%, CDDP# A1) H V) — LADHRD STAC T
X, BERNETTEEEORAOHETH 55
EROEVEENEABEZGFICONI LA
lans, LilLIhieoEBiER"cit, 8
BAIRMEIRAFK S 2B % CDDP Bifks L oF
W ER I CODP 2 5 & 5 EHEZ, L&
WIESN PLBE SRS I E B0 -aTna"D,
TabbRGEKIZRE A CDDP o HH
~NOBTIZED, B EERNEMBELIES
h, Fhli#iz, #ACDDPIZX 2R
TS HICHEAREOHENELN A, HiE
BaReEo bl L HHTE S,

Lip-CDDP #% Fiv:7: 4 [l > E B (STAC/Lip
#, STACME/Lip ) (2875, EENPLEE
OHER 2R L % BE$Rk @ CDDP Bk 5. (STAC/
Cis #, STACME/Cis #) & It#7 5 & (Fig. 2),
% 5.1 #% @ Lip-CDDP 12 CDDP H k% 5%
EHEBELTHFEERSBVIEEARELRL,
CDDP B G HENMERE E DIZTRLT
W DI, BWEATRE QMRS ETH -
7z. $5IC STACME/Lip Bid, 5, 154 T
B5E®%L ) SEENRES LA L, 1507#% TR
STACME/Cis FE B L THHEEIIHVEE
AL 2F 0, §d LS EEICEDTE
VIEBENEERR AR G B AR ORI R £
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M NERGER I X A, IEIEN{EHE Lip-CDDP 20
5 @ CDDP MR IC X 28Ry R Eh
horBEbha, ik, #55 HBEOEEHN
Pt ¥R 2D Tld, CDDP Hifk$# 5.8 & STAC/
Cis BEASERFELLTF, STACME/Cis 4% 0.43
+0.2 ug/g THo72DIZH L, STACME/Lip £
T 1.2720. 14 pg/g ERBULESVWEEZT LT
B, BHEOFEFRBINTVS, —4,
STAC/Lip B 7% 0.99 £0.22 ug/g & STAC/Cis
¥, STACME/Cis # L D FEICH WV IEENE
FlEE 2R LoBAIE, LUV YRy —aBAK
DERMEVBEELTWLEEZBNY, I
THLEE R CEE SN RY — L OBE
Bt dboriEllsns, $7-, STAC/Lip #
DEF PLIBREAN551 T STAC/Cis #, STACME/
CisHIVHEIEMT, 5HEOMETHHE
—MEARTH -0, F5REENLEE

L7z2CDDP# AN RV —LAHEEMME (2%
BLERELZIOEEZ OND, SHER
EQIREL LT LAZBUNRS AETLE
BHEERS P o7, BICEHEYTLE,
EUORBHRECTHRRETHAILENH .

FEBR LA Pt AR X CDDP Hifh{ 5.8 (STAC/
Cis ##, STACME/Cis ), Lip-CDDP ffi B &
(STAC/Lip B, STACME/Lip #) & & |2%& time
point DEHA CAHBARETE RS Ld o7z, Th
(2, CDDP Hi{k{x 58, Lip-CDDP i iZH
I+ %2 CDDP LM #BA 2T —ETH Y
BEEHEENPSRD L, EERICEZLS
PLABOTHETH D, WMOKIEFIIEEHE
I rerolRINEFICHEHRLTBY, &
RIHBEDN Thho72b0 LTS5,

#A S 5 HEOEER RS, STACME/
Lip B |3 STAC/Lip # & I8 L THEISHIH &
hTw7:. LA L CDDP Bk 5O Hh TR
B X T 72 STACME/Cis # & D EL# T
WL L ICAEETEHTE 72, Th
T TCOEBERICBWTREBERE N VX2 EE
IZFERI14 0 BRI 2 B & B YRR O EFE R AT
WAL, BWIAIEMEHEINTVWA. KiE
P cell loss facter DK & 2% E 2z, EHEREE

(#5258 W45 1999)
PHETESEEERAEN 10mm BEIZ L2
MET& ol DR L TV AT EEMEAS
H5D. BE, 51 STACME & CDDP Hifk &
UF liposome 2t AFET & 4 (CHERAKIBIZE
ALTBY, HEkRD/NS EEENFRE Tl
EHEEOBEFME SN, EEMICHIENE
BHENRTLDP LD EEDLRE, LPLEN
LEEEIIL-T L DD, STAC OEWEH
MRS PR R % R & ) R Y — A DGR
TE B+ T & 72 STACME/Lip A R
CEHEERESRFAHSh T, LhER
WakEETHAZEIZEIER IV DLEE
2bNA. G 1KY — L CDDP # AEDY
EB L OH I VX2 B o i Rl R
OFREF AT T & TEIZFE L VR ERIC
hhbtEbhs,

< & &

QIVEY—L-YAT5F Y BERED BV
T STAC 3 X UF STACME & EE » MifT L,
CDDP H k% 5-5F & kst L 7-.

(@ STACME/Lip #f {38 77 JE 5 6 B 52 9 H)
HEE, EREHICbZYEVWEEN PLBES
~L, ROBRLEGETHS I LARBRS
ni:.

| i

MeMisdiialh, TEE:IEMEEBY I L
INEFEEFL R F MO RRIE T () R G R
BEHLET. FLRABNLIHEEEY T LW
Ef PR RES Gae) B PSR —MEE, [
Mg RREE S (GBI £052 RIERIEEEE, S
£, Il L RIEMERLE R B fREUE, BOE @B
iz LoERAOMERISGE BRIV LET.

A L OEFIE, HEH SIEER A= 2500 b E Y
BT B G (1999, fHE) ICTHEELL.

RO — i, NFERRF T 27 FFRE
(11-806) DR & 21 £ L. RELTEBHOBERL
7.
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