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BE (LR oBRIPEEES T 5 Etoposide & U Cis-platinum (CDDP) #tH (EP) &,
& KR Etoposide ## ¢ 5 »> CDDP E@ i 5B 2 532 BT, R COREBHREY L &
i, FREJEREMERE (SHIN-3)V% B\ in vitro TOMBEDHRER DR LR L,

1) Etoposide »#& n#r 5o M+ EE 0E{bs  HPLC (i CRIE LR, 25mgX2/day D544
T, BEFlug/ml OMPEEY MR LE, :

2) Etoposide % 0t CDDP % h £ hBiFH|© o SHIN-3MM x4 % time/dose response D#Et TIL,
TR B BB AT ©, CDDP @ ICs38.0ug/ml, Etoposide (3114F5E#, 3.0ug/ml THho7z,

3) Etoposide(1ug/mD O ##t R B4 Tk 5 M AEIMT X, 1008%Ic, &AD G,/M #i
arrest RV BE I hic,

4) SHIN-3#fgizx¢ L, CDDP 0 —ERHERBEROBMIREDHERBR I CET SRHvRF L L
%, 24BSR LI C R RMR I R AR 2 T 5 & L R HER LT,
- 5) Etoposide(1ug/mD)® 6 HR#E#EZEE F T CDDP 0#HERHDE VT X 2 HIEHERFR % CDDP
B[R] — B ERY SR e INSIR CEHii L 7= & = A, Etoposide % E1T# 5 LB BT, AOH
HEREELRL . ;

LiEX v, DREE L, {EBE Etoposide Ffit# 5 T X 5 EP Lk % 173 555, Etoposide %
ST G L%, CDDP2HE5ThZbicl by, RIDENCHEEDRZREAINSTREELRDHS
& % in vitro TIEBH L 7z,
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Synopsis Combined chemotherapy with etoposide and cis-platinum (CDDP) is considered a second line
regimen for refractory cases of ovarian cancer. In addition to the time-dependent cytocidal kinetica of
etoposide, much attention has been paid to low-dose continuous administration of etoposide. In this study,
ovarian cancer cells (SHIN-3) were continuously exposed to low-dose etoposide iz vitro to determine the
optimum schedule for CDDP administration.

Etoposide concentrations of 1~3ug/ml were used ; per os administration of etoposide at 25mg X 2/day has
been shown to produce a continuous plasma concentration of etoposide of around lyg/ml. The results
were as follows : 1) The IC;, of CDDP after 72 hours of exposure was 8.0xg/ml and that of etoposide after
114 hours was 3.0ug/ml. 2) After 100 hours of exposure to 1ug/ml of etoposide, cell cyclic phase analysis
showed cells predominantly in G,/M phase arrest. 3) After 24-hour administration of CDDP, it was more
than 24 hours before a cytocidal effect was observed. 4) During continuous exposure of SHIN-3 to
etoposide (1xg/ml) for 6 days, CDDP was added on the 1st, 3rd, and 5th days. The largest ratio of growth
inhibition with combined treatment to that with CDDP alone was attained on the 5th day.

We conclude that, in combination regimens using low-dose continuous etoposide, CDDP should be added
after etoposide administration is begun.

Key words : Etoposide * Chemotherapy « Combination of etoposide/cis-platinum (CDDP) « Ovarian cancer
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Cis-platinum (CDDP) - Adriamycin-Cyclophos-

phamide (CAP) B3, H10E LR SHER D,
fib oo f AEEER I L CERIRBUR 138 W Rl 2 5 <
W3, Lo LREDRADME A CAP B
EHL Y R T IVEIEER® CAP BB ICHR L.
FEBIC %t % B % 7z second line chemotherapy
PHETINTLWRWI ETHS,

Topoisomerase II inhibitor & U CO{ERA % #F
> Etoposide (%, CDDP & DR E5E T TOHE
WREEFTH L DNERCHER S h, TEOH
AR (EP B WMRRIEFIC OB R FER &
hTw%, —7i, Etoposide D545 & L T, daily
chronic administration (1ug/mlD DOBE&2YD B
LERERRESENMERYED, ORI
DB & BREREM 2 ZE R L - EBSRAEHD
ERAMRE EhTWwh, &K, SBSERERICKT
% Etoposide £ Ot 513, ¥ 7is 5 R LFER
EULEORBEARLTCOAHRBRAI DT
L, CDDP L ot CTOBEBEARE L LT
DHEIPHEENIZTD TS, LrLigdb,
Etoposide (K E &5t # 5 T ©o CDDP f#t A %
& L1-B4, CDDP 0B @R GRlico Tk
BROGINDE ELEZATHS,

&mE, Ak, CDDP it LT HRMWHRELYH
THEREKMERLYAY, BRCKT 5
Etoposide #¢ 5-FF D EHEENES $ LI in vitro T

DYEBRRICE T 5 BERER LT o%, &<
2, Etoposide EREFft 2T &RE T €D CDDP
EEFESHREYREL, ETORERZB /O TH
ET5.
EERMER U T E

1. Etoposide Il H¥&E o HI%E

Etoposide D #& 05 (25mg/day+50mg/day-
25mg X 2/day) % 1707 g A B E M E B AE 41,
£ x100leo &, ®&E5E, 1, 2, 4, 8, 12,
2451 #% oo I 7% & Etoposide EE % HPLC 1
THIZE Lz,

2. SHIN-3#H ka2 ~ @ Etoposide X U8 CDDP &
W X B HEESROKE

EBx 21X, CDDP HAMMERELY B T 5 IPRRK
MEERRRERE (SHIN-3) #FEH LA (K1), M
f1210%Fetal calf serum (FCS) jpn Dalbeco’s

M1 SHIN-3#ifaDfHERBSEEFR (X200

NI | -El ectronic Library Service



Japan Soci ety of Cbstetrics and Gynecol ogy

199342 A

minimum essential medium(DMEM, =y A 1)
R, 37C, 5 %CO, incubator Y CHEEREAR
ShicHBEEPMEEFER L, BHEMEO
HMRREUE MTT assay THE Lz, T7hbb,
96X microplate IZMIfE % -8 (5X10°~ 1048/
welD, B ETHRFRE -BEERECORME
Bea T\, SRR T 4 ReRRIe MTT 3% (5mg/
ml, PBS: Sigma #:) #13ul/well ¥ -oin % 7.
BE LB %5 BkEH, dimethyl sulfoxide
(DMSO) #150ul/well 2% L, plate mixer
T2 oBEf L. MR & i formazan K O
%¥eE (577nm) % microplate reader THI%E L
7. BIEMEZ 8 D well DFHEE LTRD, #
HEE 55 2 SR > 21 2 13 3R H VR A0 control B k3
% %inhibition & U CFHMi L 7z,

¥, 967< microplate 125X 103/ /well o Hfa
%38 L, Etoposide #0.1~100xg/ml, CDDP %
0.1~100xg/ml ¥ TEMEAR LI L 7, B2E60
Tats, #924B5RE 3 2w MTT assay i & 5 A4 fffa
O & T\, W H D dose/time response
curve T TERL L 7z,

3. Etoposide (1ug/ml) #Ff &% ¥ i K @ cell
cyclic phase fraction DZE BN D ¥ ES

25cm? culture frask i 48 X h 7z SHIN-3#H
Fa (7 X 10%@ /bottle) i Etoposide (1ug/ml) &
B10%FCS tn DMEM % ¥hn L& Ui, 5526
R 1208FR ¥ C, 24 R 12, 0.125% Trypsin-
0.012%EDTA (PBS) A Ccrlifasmi L, EIRL
7= %1 B # B2 % propidium iodide TH: s, flow
cytometer THERI R 2 707z,

4, /K& Etoposide ¥t BB R0 CDDP % #
e 5 REREA D e

(1) CDDP # 5o\ i X A HEE R
DK IR control BEIZXT T 5 HEE

967¢ microplate I HIfE 5 &%, ThZh T o
HrREL, EHHRMERKTHMTT assay %
frotz, control # & @ %inhibition IZ X % HifEE
HEEXHEELI,

O FHFEAD control B

® Etoposide ®J (1pg/ml) 6 HEERIIOFE

® Etoposide ¥ (1ug/ml) 6 HRE +35=B1A
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1 H B ® & CDDP ¥

@ Etoposide B (1xg/ml) 6 HIE+ 5B
3 H B» % CDDP #inkf

® Etoposide B (1ug/ml) 6 BE+ 55 2%
5 H B ®» % CDDP #inft

CDDP ¥winFFgEE L, 4, 10, 20, 40ug/ml
AEEYREL, ERETOK,

(2) CODP o fiEES RERCE TS
R R k

CDDP 4, 10, 20ug/ml D% % DEE XL,
UToBEZEEL, AR MTT assay i X 54
MR BCHIE & 172 7. control B ix$ % %inhibi-
tion X », CDDP @ik o fiEE s 2RI E T
R HIAEF 2R L,

@ FEHF|EF DN control B

@ B5EBAMAT 1 B B © % CDDP Fbnft

@ ¥5#EBMA 3 B B D% CDDP Hn#

@ B5#EBAMAT 5 B B © % CDDP Hbngf

(3) CDDP B E5Hiext+ 5 EPABED
NI 2R o S _

96/ microplate W fifa 5 # ., ThZh 1T,
I, IOV REL, UTematHEss
& D RRE i 2 R BT SRR BIE L,

D FHIEFRIN control B

@ Etoposide B (1ug/ml 6 HREINEE

@ 1%t : Etoposide B (1xg/ml) 6 HE+55
#BAt% 1 H B % CDDP #inf

@ I'# . 55%&BA%G 1 B B o %4 CDDP $Rin#t

® 1% . Etoposide B (1ug/mlD 6 B +3%
#8354 3 B B © % CDDP Fhnf#

® IVEE : 522584k 3 H B © % CDDP Hng

@ IlI# : Etoposide B f# (1xg/ml) 6 HE+55
#ZBA1A 5 B B & CDDP FHind

II%¥ : 55#BAM% 5 B B o 2 CDDP #inkt

4= (%) = {(control Fizxt3 % CDDP ¥
P 5B D HLEE R R —control B i+ % EP 6
AEEHEOTEE %R /control FEie 5t 3 5
CDDP B 58 O FUEERFR} X100

CDDP ZRinigEE 24, 10, 20ug/ml © 3 EEY R
ELRBEERET L.
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w® B 8.0ug/ml THo7 (K 3), Etoposide iIz3si35

1. Etoposide M= o HIE

Etoposide HiREE, #2 KEcRBLFRE X
ER X h, 25mg/day 7 550mg/day & BEKE
iz LRI EAER LA, 50mg/day W5 &4
TCi3, 25mg X 2/day 55D 1% 5 23, 1ug/ml
DEolpRE2 RFHE#REL, BREBHIB
lug/ml B TH o7k (K 2),

2. SHIN-3#f Bz ~ o Etoposide % 0 CDDP ¥
W5 X A HEESROKE

SHIN-3#fgizx3-% CDDP D BEFanEl ghig o
i<, peak plasma concentration (PPC)

uToﬁgmxwf,%E&wﬁﬁmﬁﬁ@%m_

MENBE I, NREEBREESLGET O
50%#P4&l= (IC,, . inhibition concentration) (%

HEIIA 50mg/body p.o.
50mg (25mg x 2/day) p.o.
3 25mg/body p.o.

Serum Concentration

0.01

Tr—r=—T T T T T
1h2h 4h 8h 12h 24(hrs.)
Time

Kl 2 Etoposide £ 0 # 5o migEE 021k

° 100} .
8 B '\
B | A \]I'
5 } \ \} 24hrs
3 " !
® 1 : }\
D sob L AT I ——F
5 r 48hrs
3 | .
8 1 \
- - 1
° L ! E72hrs.
1
TS B i
]
L Lol Ll LLLL
0.1 04 1.0 40 to 100
(ppe/ 10) (prC) (CDDP ug/mi}

K3 SHIN-34I88icx+ 3 CDDP DREF Ok itk
Tt o SEFEINE B R

Rk O#E T, PPC(30ug/mDLITFC, 17~87
RifEl & COHEES R IIZR Tl o o7, 114
R LA E D E R R B LM TI120.01PPC &\ 5 K
BETH IC, 2 ERFRETH 2 (K4).,

3. Etoposide (1ug/ml) #F it ¥ n B @ cell
cyclic phase fraction DZE B D Et

FIL00RF R LA E D FHEREE IS B\ T, Go/Gi IR
O S # fraction D 4>, * 7= G,/M #f fraction
DOEMEHER L (K5),

4. KB E Etoposide ##i ZEZE KD CDDP 8
5RO RE

(1) CDDP #5RloEWC L 2 HMEEDR
D IF M0 control BT 5 Hik

CDDP4 R 1*40ug/ml Ti%, CDDP #5-KB#io
BV L 5 AHEICERZ X, CDDPIORV
20ug/ml ¥ 5413 CDDP ##2 %6816 1 H B
KRG LI B TORBEDRIZEK L Ok
(X6,

P | s/’/EQ:%‘
¢ 100} .
o -
! —
2
o -
A
£ 50 —
g -— \' 17hrs.
\
:
® \ 87
i * 114
10L ~*135
L L 1 I NRNTE L L2 1111l 1, Ll LLill
0.1 1.0 3.0 10 30 100
(ppc/10) (PPC) Etoposide (ug/ml)

X 4 SHIN-3#ifgizxt3 % Etoposide DEER Vg
R D HEFEHNH B 4R

100

920
80
70
® 60 —&— Go/Gi phase
50 —@~ S phase
40 - G2/M phase
30
20
10
(]

(] 20 40 60 80 100 120
Hours

K5 Etoposide (lug/ml) F#EERinkEo MBI D
4t
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Schedule

ikt

Control

A A

1 2 3 4

A A

[0 omems1ouFcs
224  Etoposide(1 pg/ml)

A Medium change

‘ A MTT assay

5 6 7 (day)
|| Etoposide+CDDP

E3 MTT assay

10
4L3/ -41.8% -41.8%
! R
0.D. 05
oL L D
Control

Etoposide(1 x g/ml)/CDDP(4u x g/mi)

1.0 j
-97.5% -82.6% -48.0%
0.D. 0.5+
o4 L] = D
Control 1 I ]
Etoposide(1 u g/mi)/CDDP(20 u g/ml) E
6

-90.5% -62.9% -50.6% »38'.4%

i

Control I ]

Il Etoposide

Etoposide(1 xg/ml)/CDDP(10 s g/mi)

-94.2% -94.0% -90.3%

e =0

Control | il n

toposide(1 u g/ml)/CDDP(40 x g/ml)

{3 & Etoposide ### £ ZE ¥ 0 & & 5] CDDP

BERHPOE T X 5 ABELRO LK

129

- 4pg/ml
--¥-- 10 ng/ml

—@— 20ug/ml

%inhibition to Contro}
&
(=]

<100

1 2 3 4 ]
days after the stop of CDDP administration

X7 CDDP#HmEoNEEDRER *cCETS
el o#

(2) CDDP ik o BB RBRCET 5
BRI D ES

CDDP 1z X » & #ikazy R, %ol 7z CDDP
DEE 03 5T, CDDP Ginfg24kEm Ll L
R RBE S haERE R L (”7).

(3) CDODP ¥ 58 ict+ 2 EP BB
0 2R o FHAH

EH| 4N control B i3 A BEREINE) o $a 5kt
X CDDP & BE ©, IL.T#ERHEKE 725 (K
8). Lol, HETRNIFDOMEISROEH b
ERLICHEIROFE T, CDDP Gin&BE
XL, MFFCBT 2RI E ok, T,
CDDP o & 5| 5¥{ffi T3 CDDP 4pg/ml %05
EEHEOENR DK E ot (K9).

Schedule

Control ] T 1 1 1 =

Etoposide >
I 1 pMmEM+10%FCs B Ewoposide ES]  MTT assay
o B Eroposide+CDDP cppp A Medium change
m '
r [ —— e« 729
Ir [ Y <]
o L & |

N N N W W W, P
1 2 3 4 5 6 7 (day)
0.D.
1.0 - 287%
T T
37 6%
0.5 4
i n{
ol || | ‘ﬁ
Comml I Control 1 m Etoposide Control o
Etoposide(1 g/mmcm)m P glml) Etoposide(1 ¢ glml)+CDDP(10 ¢ g/mal) Etoposide(1 ¢ g/ml)+CDDP(20 » g/ml)

X8 CDDP B 58 & Etoposide/CDDP 6f % & DHEE L FE D ik
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% ~ et pgey | BAUBE T O bioavailability 0 AT B Ao
sl + CDDP(4 4 g/ml) L %‘?\_ Lhte.
“0 coDoPa0 . g SR AL IR ERR M (SHIN-3) 2
e > ’  moposasasgm  CDDP 153 5 T2RERRHIE R BERF O 1Cs0 (8. 0ug/
| * / mDX YZEEL, +5EBRWEREZRLTED,
|| = — IREE O MM EEA Y BET 5 £ 54 L LCER
- Iﬁ 18§ 84 sk,

120 hours after
the CDDP administration

72 hours after
the CDDP administration

24 hours after
the CDDP administration

B9 CDDP 3 Ji#¥ 58 %3 % Etoposide/CDDP
BB EROMEIR

z %
Etoposide (%= v = P388H MLH K'Y, B16 #
) —=EVDEREBYEE BN CIHEFHR %
RLUIDIEwMEHL, FIHEHRERTOBKRK
BO-9pE R S hb, BARMER IR R

1} % Etoposide B ¥ 51 X % B RBURLHR

ThiigEcizis, CDDP &oftfiT, £&L
CTHhRFLZEEER O refractory - case X T 5
second line combination & L CDORIR I HEE &
nTws,

Etoposide % #l B8 /N topoisomerase II in-
hibitor & LC, DNA AHFEE -DNA gEEIK &\
D BFENONEESRYRBEAT AL h
. ZOREEITHRTH 572, Etoposide 23
BhblkT 5L, TOHRIMETT S L1
bBhTuwb, LicroT, —FrIC Etoposide @
MEEY LAXEL LY BEL LERETHE
TRYHRNCHREESHRER IR T5EE LD
%, BFECiX Etoposide O R EDIER B3
HEB&h, B/ Mgk cRE S i daily
chronic administration (1gg/ml) DOHELEPPD B
CRERBRENEE S h-2OoH 5, 40,
Etoposide D # N it 5 & &£ & & L 7z CDDP
6t (EP) k%, WEEOEMMLEEL LT
# f3 5 schedule DEX X KT % BRI Tin
vitro TOBBHERLZ 71 v L7

Etoposide & D 5w s 1 5 BEIR TOKR T
13, 25mgX2/day @5 EIHRECTHlug/ml D
ENEEHETHEIRD Z LR IRA, M
hEETODHEEOEHEIHEE I NI O,

Z o SHIN-3#fic x4+ % Etoposide BE#| <D
NEESROKRET T, PPCE 502 5E
BEESRCORERESEDRIBE I L,
PPCUTTOREBERB CRIEEHRO T4
RS CH B ERBE SN E DT, &K
14 LD BB SE T CORRIZEH
Thh, BRTOBREEYERLILEE, BRE
THOTHRE S BRI LofER T2 +57%
PSR A R T X BEENAR S e, ¥ 72,
1K & Etoposide F#t B % T COEWHERIIER
DA EX BT 5 BH T flow cytometer iIZ X 5
BT ol & &5, BHRBEIICLERRFHT T
D G,/M i arrest (EFIDFET S Z LEBRBHH
h, MRREERERC X % AEESRAERERT
DFENHER I i,

K& Etoposide ##t # & &4 T D CDDP
HFRE X A MESSDR YR Licd, ki, 0
fE Rz X i, CDDP10K 020ug/ml 24552
& & 1= ¢ 13 Etoposide #& 5 & F kg1 CDDP # 5

HBARA L 7o 1 B0 D JENC FEAMIRIN control FIZ

35 BB HROESIMENS K L2, Ll
A, COFYA viesdanl, 11, HEET
i3 CDDP S8 # 0 &8 & Al — e BREL Tu
e\t MEIORERER, BMCHEBHREY
EKE Lt EHEE R, CDDP c—ERRIRE
I, HMRITEMREE L THEIEI NS DIT
»LBEOREY NE LT 5 EEEYRNTSE
B CiTot-£8 i, CDDP4, 10, 20ug/ml 024
REIRER, 3O RUBHEU EZ&ECHESSR
r LT ORI S vk, RERUIKHEECTE
MR EINT 5 - EABE S hie, Tihbb,
HERIO R 5 2 FH D in vitro k1T 5 HE
ESREYBRATHHE, BicER & control
BT A MEIRLEHET 5 2T, ERALE
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RADOHRRE & CIHE K D2 % control
THIENTEIWEEZ BT,

UEZERL, gizio I, II, &t L, CDDP
BT Sk F— TR SE L 72 CDDP ¥ 5 B¢
I, IV, I % BE LEMERE Tk, S5,
TEEDR OB ¢, FEHEHI control FHic
X3 A AERE X 59, CDDP Bh# 53 & EP
HHRE L %N, CDPP MR SBX L, &K
DA R B TR TR b DR e 52 ER
Lic L RE L, EBRFEICBRRICHEEHE L
7o, #ER, HRG IFHELISIEANEERIZKE
7th, &<z, CDDP ¥/ NEE CH 5 4ug/ml
DEBHETTLEDEIRK (58.9%) &isol,

X b, DREED CDDP it REEFIC 3 %
IR E Etoposide ¥t 512 X B LFERE * &
K&$5EPFEKR VT, Etoposide # 5 %
FTfTL7%%, CDDP % #5352 LicX W &b %
REABSDEXHFTED C LAEES R
tz. —7, Etoposide % £ DREDERECHEIh
HREDE, SHLEHRHNEETLHLIATHA,
{1z Etoposide % 1ug/ml ICBERE L 2B A,
SHIN-3#ifg >3 % B AT 0 BRI R R H
114U Eck e n o &, ¥, MERIRHE
BRI L L, 100K oMk FEREE I X Y G/M
Hlarrest RV K EB I EEEET D &
Etoposide % &7 5T HEBENFLET H EE 2
Sh. -

RIKRCTOEREYERE LIEE, Etoposide D&
BRI Sk & LTI, SERAEOEES
BEOBRMNL, FEHEEIEZEREIhS, MFKEs
5 BIFE TR EE control &\ 5 BERA TRBEE
PBLHET S LB ST D, T OREE
R R b B B @ Quality of life % 8 L A8
HHETHBHELEZDR A, bicavailability 12 X
BREREDORHEEE &\ 5 NS5 L 00,
BoOREOREKXOF RITIAREER I L 5 hospi-
tality ZE L7t W5 BB B, i, MR LE
EHE%d BE9 & L 7= Etoposide BFI i X 5 B
RS EER L CERRBE X, #5228
Blch i, grade 1L LD BIfERRERE I iz
EDWENRL L, X, SEIOKSCIR, R

b

131

IR %Slevin et al> 0 E X b & i,
Etoposide BE #1ug/ml CBRET 5 BERER
KRR, FHHEGFHELZZREB L LE S,
Etoposide 1% & SI{KEE T H 2T SHIN-3#
FRCx 3 % FIIEB R 2 Z R T & 5 eI R
iz, Lo, Bofs ooz s mpbg
EEZELIEAN ChEEME(REO—B & LT+
SEHMEETRETH B L E 2 bhic,

Etoposide & CDDP o ff B{b#E R B L ¢,
BMEHOFEIEDE X W HIBEEDRIIL, ~v
A Lewis ffifE 2 AW ICAE B2, H x4 LRI
SHIN-3ffa% A\ 7oA & b 3 Cieifiss X
nTws, AHELBEEF O EIR X &3 RE
DHEEBSHRFEHLLL, £k, BAE
Etoposide & 17# 5% o CDDP ¥ 5 &4 o B
BlrmELTW5, ZOEFI OV TORET
%, Etoposide 7% methotrexate ® AP B b 1A
Tk BEER X @ 7- & T 5 Yalowich et al22 4
%% & IcRifaPY CDDP &% 45 L T\ % 23, FH
DFEIEIC X 58 VEHER I Nisof L LTw
5. %+ b, MM CDDP I 03458 % BEF BN
BCHIE Lk R, CDDP ¥y 58t L EP
pff#co CDDP MY A L& R 2 HER L fo b,
Etoposide ¥##t & B &M FTD CDDP D ¥ 5K
OB L HHDIAZEDEDHF R DONTIL
FRP A BTN TR,

528212 i\~ = SHIN-3#i g 5 CDDP i e 46 %
AE+5c L xEET 5L, CDDP © DNA &
X3 % repair A T ORBFL V5 Z L o#
BlEhs, Ticbb, DNA repair OB I h?
LARTZ Topoisomerase II %#+4 block T 5% & &
TR EN KB S h B THEESTR IR S b
DO, BEMICOWTIESHOBR 2 EL 5,

¥, EEOEEKR T Etoposide Bii#5 % &
A & L7cschedule ¥ EE 3% &, BEBEMRIC
CDDP %/ L7ca, BHMBRBAELYFHEeT
5EIERZEBR T CoRFEIEIR 25, Etoposide
DERMFRK S TR I 5287 < 75 AHE
B D, 1L v, Etoposide ¥ EfT X% Z LT
BuErDB LBbhs, ¥, HESERGY
ERThE, BFRAZRESAFR S BREETO
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Etoposide # 5% i35 = L b RJgETH b, El
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