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RESULTS OF COMBINATION CHEMOTHERAPY WITH
ETOPOSIDE, IFOSFAMIDE, PEPLOMYCIN FOR
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Between August, 1986 and August, 1992, 16 combination chemotherapies with etoposide (100mg/
body, day 1-5), ifosfamide (50 mg/kg, day 1, 3, 5), peplomycin (5mg/body, day 1-5) were per-
formed on 13 patients with endocrine therapy-relapsed advanced prostatic cancer. Seven trials were
performed on 5 patients who received DESP (diethylstilbestrol diphosphate) (500 mg/body, day I-
5) with the chemotherapy. In 9 trials performed on 9 patients who did not receive DESP, there
was no response case. In 7 trials with DESP, one trial had a partial response (PR) (14%) and
4 remained objectively stable (stable) (57%). As to adverse effects, myelosuppression was observed
in all trials but there was no lethal toxicity. The one-year survival rate of these patients treated
with the chemotherapy alone and combined DESP were both about 20%. Therefore we should

find a more effective treatment for endocrine relapsed prostatic cancer.
(Acta Urol. Jpn. 39: 1139-1144, 1993)
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WHREEH B NS WRER ORI Lt
BERBZ b Tw5H, +4kBEREL TV
RCORBRTHSH. bhbiul, BREIZBEC
%fL, Etop (Etoposide), IFM (Ifosfamide), PEP
(Peplomycin) & X BALEEHE: & 1T o © THEAKEK
BERETS.
HWRELVAHE

TR KWRERHTIL, 19864E8 A X h19924E 8 B
¥ CRBRINIEE 136cx L 16/, Etop, IFM,
PEP & X 1L k% T~ %= (Table 1). FiZif
DHERDOERL, FHREOHBE Lb D, FHEEI25%
AE#AD B ER Lich D, eSS EROH
BLlcdbnd Lic®  WEEM O ERIL, 53%H
80m% (FH68) Thote. FIEE & LT, £&fic
NAWEERThh TR, TORFZE, HEBM1
%, DESP (Diethylstilbestrol diphosphate) % % \»

Table 1.

WIRAZE 39% 1285 19934

{1 CMA (Chlormadinone acetate) 1341, LHRH
agonist 6§l TH -t {L¥FEE LT, UFT 7 #l,
ECT (Estracyt) 2#l, PEP. CDDP (cis-plati-
num) - ADM (Adriamycin) 14, CDDP - CPM
(Cyclophosphamide) + ADM % X O* PEP - MMC
(mitomycin-C) 14, atrimustine (XKM2210, 5
FULETE) 148 ThhTwi. LOEMKE,
Etop - PEP #{ff] L7cii#fk 3 4, OK432 44,
ubenimex 1 fl, BGHRHEE | finiHh bhrc. AHE
1%, 1 SR LEE B IRET, EoSLE
1k, B B, shat 4, ESLT BITH - T
RPLEEO | L gEBERCIIRSLURETS -
et FOH, ESURE-BT EEE >R LR
LIEBEITIE LT, WERER, FERIN,
B, 2, Milf, Vv ifIThote. B
EAEES b4 E Ot FREBITICE 5 ¥ TOMREN,
6~9647 H (Fig44r B) Thole.

Patients’ clinical characteristics

EH i KRR RRBE HRBE

# | i 5
5 O

AW O & B E

1 54 B oMt BEEX B

5%
TR
30
T
R LR R

Bt RER F
Eat &

Bt B,
Bt &
R % B

4 76

T

5 76

6 75

B ESME RRE, F, M

B ot REH K

W EME RBE, B

10 80 B =k B

Wl ML R, B

12 53 PR moMbE RRE B W

13 67 R haME TRBE, Vs

6M  LHRH agonist 3
DESP, T

8
PEP-CDDP-ADM

16M
47M

2I1M

17M

65M

76M

18M

75M

96M

63M

19M

53M

£, DESP
%84, DESP
ECT

LHRH agonist 123
DESP-UFT 2]

LHRH agonist &=
DESP, S4
g

PEP-MMC

£, DESP

CMA

CDDP-CPM-ADM

im#**, PEP

£%4, DESP =
DESP-0K432, OK432, DESP

b=t A

LHRH agonist b3

£%4%5, DESP
DESP:UFT

LHRH agonist 3
#8545, DESP
DESP-UFT

%£84F, DESP i
DESP:OK432

OK432, OK432:UFT
OK432:DESP: UFT

atrimustine 3
DESP, L84

DESP-0OK432:UFT

F=F el

8, DESP 3
DESP+OK432+UFT
Ubenimex*ECT, H4H#R

LHRH agonist: CMA 3
LHRH agonist DESP+UFT

*: IENAMEE R MU, T 0%k, BMMEBE-BT LRS- BT LR & ERRIEL
*+ . EMEIC Etop 5mg/body/[H, PEP 5mg/body/El% M L, 10H~20E#4T (& 2 )



Bl @a:

bk D v 2 i, Etop 100mg/body # day
1~5, IFM 50 mg/body % day 1, 3, 5, PEP 5mg/
body % day 1~5 &1L, 4% 1 2—-ALL
fo. REB9 LA 5 1l 7 MOVt X iz DESP
P L, 500mg/day % day 1~5 ¥ CAMSEL
fo. BRHER, IR it -
1.

= £

1. 52 —2 (Table 2, 3)

Etop, IFM, PEP #4564 (LIF EIP 58 L+
%)% 96 (EBI1~9) womET, #ERFL]
~5a—A (P#H2.2) Thote. fEF 4 1 TIEREE
EEhb b, PEP i3fts Lichwie. %1, 5EHIS
D1 2-ARX, REOILHITIHEETHREYKTL
%.. Etop, IFM, PEP, DESP #f# (LI'F DESP
DERBEET5) 13, 561 GEMI9~I13) w7ET, 1
~4a—-A (FEH2.3) BEEhic. EF9 EIP 2
a2 —AREH% 3 AOMBE s T DESP $iA%Rs

BUALRRHE » L2k
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FiTot. EFAN0L, 22— ABROLABERDOID 2
BE TR 2R L.
2. KEREIE (Table 2, 3)

EIP #EptCiy, RAEPEHET NC 64, PD
34l PR LALEOEMzASRich -7, FEEINCH
T%, PR LIEDEMAZA LRI -z, NC EFD
ZHRERIEL, DRFERFLEDT5~9E (B
7:8) THoi-.

DESP ff H# Tk, RAPDEFE T PR 14,
stable 4@, NC 14l, PD 28iCHh 1. Z=AhE
ix, PR LI ET14% (1/7), stable B ET71% (5/7)
Thote. BEEANTE, FF50% (1/2), PSA 43% 3/
1) DBHRETH-Id, BRE F Vv AHCE
HPNT A Bhied » k. BRAESHEZ, PR EMAD
8§, stable SEFIA312~2618 (F#16.58), NC fE
B 6 B TH - 7.

3. EBSHR (Table 4

FIEROTELL EDEIE, EfCOWTi, EIP

BEBT, 75% (6/8), DESP ffHBETIL 86% (6/

Table 2. Objective response to chemotherapy alone

Etop, IFM, PEP B

wo BT mmw & W R Ay ma mews PRUE
1 1 NC NC NC*' NG 8

2 3 NC PD PD PD PD NC PD

3 5 NC NC NC 6

4 2*2  NC NC NC** NC 6

5 1 NC PD PD

6 2 NC NC** NC 5+ %3
7 2 PD PD PD PD PD

8 2 NC NC NG NC NC 8

9 2 NC NC NC NC 9+46

*] : ACP THISE, *2: PEP X543, *3: PAP THE, *4: SCCHETHE
*5 0 D& DTN TIRSHRIG R MEIT, *6 : DESP $ERICHBAT

Table 3. Objective response to chemotherapy combined with DESP

Etop, IFM, PEP, DESP #

wn BT mmx & m Ly ea mews PRAR
9 4 NC NC PR stable 26
10 1 NC NC stable 12
11 2 NC NC NC stable 16
12 2 NC NC PR CR PR 8
12 2 NC PD PD NC PD
13 2 NC NC NC stable 12
13 2 NG NC PR NG 6+*
AR 0 0 50% 0 43% 14%
(stable F¥ 5 £ 71%)

*: Mg TRT
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Table 4. Subjective response to chemotherapy

WRRBE 39% 12%

19934

Table 5. Histological effects of chemotherapy

Etop, IFM, PEP Etop, IFM, PEP, DESP B¢ Etop, IFM, PEP 3  Etop, IFM, PEP, DESP #
(n=8) (n=75 (n=1) (n=4)
UE IE HE YE L HE Grade
& 3 2 2 3 ) 0a 2 (NC, NC)
HREE 2 5 1 2 5 0b
rs ’ : 2 ! 6 : Lo 1 (NC)
# = 3 2
> 6 ! 3 1 (PR)
() ARREHRHERR
Table 6. Toxicity of chemotherapy
Etop, IFM, PEP & Etop, IFM, PEP, DESP #
(n=8) (n=8%
Grade 0 1 2 3 4 Grade 0 1| 2 3 4
AR T & 4 1 3 1 3 2 1
Bl 2 6 1 4 1 1
i i 8 4 3
i) 2 5 2 1 1 4 2
I’ 3 8 7
B R % 8 7 1*
Hb 2 1 3 2 2 3 2
WBC 1 2 1 4 1 3 2 1
PLT 5 1 1 1 3 1 2 1
B Oo# & 8 7
B B sk 8 7
EYEABE 44 14

* 1 LARED:S 2 A BTHRESRIE. BREEHEROAER

7), BEREET T Eh 88% (7/8), 100% (71/7), PS
X, 75% (6/8), 100% /1), BE3, 38% (3/8),
86% (6/7) TH-1e.

4. BEFHZHR (Table 5)

HBFHIRNR A, R TR R R e
O S THRETSE, EIP 5T, HET
ERLDX ARG T, grade | (REMSEHE
NC), DESP ffF#£TiL, 44%l& grade 0a 26
FBEHHBEHE L L bie NC), grade 2 14 (R
NC), grade 3 14 ([ PR) TH 7.

5. EIWEH (Table 6)

BWERDWTHR B &, MWALBEERE, EIP BT
75% (6/8), DESP {tHBET86% (6/7) TH - 1o,
1 fl%x¥ grade 2 ¥ CTTH 7. JHiEix, DESP
RIS <, 81% (6/1) wwahbhie. fEIRE - W
Wil e LT, DESP HfHRET 161 GEG 10)
#Y5-2 B B PREREY B UCERIA R b h, Bis
Fuk L. Z OIEGILOLRBIS L 2B h, #¥kc X
HEHE DT LHNT Ui, Bk,
IBIELPcHbh, grade 2 L) Lo®4, EIP #

L%, DESP BtRBETZTHhFh, Hb (9.4g/dl L
T) 63% (5/8), 29% (2/7), HimER (2,900/mm? [}
T) 63% (5/8), 43% (3/7), M/IMR (6.9 10¢4/mm?
EAF) 13% (1/8), 14% /1) &, WEEELd Hb, B
MERDWADEIL . BEIERE, SEEERR
biigh ol BRI REO L IR, EIP
BE5BEC grade 2 DIk (38.1°C LI ) 233 40 GEM
2, 6, 8) 6@ AN, DESP HFHBETIZS #

GEBI9, 11, 12) w4 PADRI. RBOERELE L
T, REBRREX LR 0N 3F3E GER 2,
6, 8), PRRRYGESE 161 Bl GEMI) T, s
TEREE LTI Ioh - fe.

6. EHIFH (Table 7)

RIIFHRE BRGSO LT ORF R TR, FEHS
¥ Tk EIP 858, fE6I9 L% DESP ffAREL
LTHote, BHGRTHEOEREY2 5L, EIP
Lf¥Cik, DESP (%)« UFT §ff 46, MTX
(Methotrexate) » 5-FU « CDDP $1/ 4 41, Hgtig
#%#k, TNF (tumor necrosis factor), Fffifre4 |
PR fThhi. BHANIRER LT 1 flkpre 4
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Table 7. Second line therapy and prognosis in
patients with chemotherapy

fEB BERTHOEE Ttk (EREAAR)
1 DESP*: UFT 10 % BH#E3E
2%+ 3 » A%
3 MTX - 5FU - CDDP 6 » AHRSE
DESP* - UFT
4 DESP*: UFT 5 % AH#EFE
5 MTX - 5FU - CDDP 7 » A%
TNF
6 BURRE: 625 AHTE
BERERT S BR
MTX - 5FU - CDDP 5 % A #ESE
MTX - 5FU - CDDP 8 » RHA%E
DESP* - UFT
9 Etop* - DESP* 19% A&
10 ECT 12 % A#S5E
Etop + TR4T#IE
Etop* + DESP*
1t Etop* - DESP* 7 % AFTE
12 Etop* - DESP* 9 » AL

Carb - IFM - 5FU
13 Etop* * DESP* - LH-RH agonist

O BkRE
** LR HERIHIE

9 » AfbHEsE

BUAS 1 SELAPICREIE LT\ . DESP #ERIRETIE,
Etop (#m) - DESP (#n) 4, Etop (]nR) -
DESP (#11) « LHRH agonist, ECT, Hiigies
: Etop (#7%), carboplatin « IFM « 5-FU £ 1 #i
Thote. 3HH1ELIPCHEIE, 1 HIBEZE, |
PDHN9P ABRAELETFRTH - K. MEFE LI 14
1, FRRERFERC X DIET L. FEFO 1)
1%, FEM9T EIP %2 2—2, DESP fifix 4=
— AT IfEGITH - 2.

7. BRI OBE

BT, EIP #5@cASMEAbhd, DES-
P GtHRBEC OABHBALE LRI, BEHE THEY
DZHIIES GEFIN2) 13, EEFMCSLE S
SEThHoloT &, FiMaEE LT KA, DESP,
OK432, UFT, ECT, BUHREE B Thh Tk
2, ARIRRAOBNLIRAER T —I LI S & B
hicZ EPMBDIER & Rl b TH - 1. BRI Z
THHPIBA LRI DRIIET TH » . B ~—7
—TCOHEMGIDIEDOLEB 4% &, PSA (EWE 2.0
ng/ml LAF) 10.1-2.0 GEFN2), 1,750-722 (]
10), 40.1-15.1GEMI13) TH b, NC fEE (DESP
BEERE) DOYEERIME, 44.1, 39.3, 100, 39.0 & D3\
A BRI - .

% 2

WIALRREE 31 B L3 E, BREIR NG Wk
FRIEBIOETREM I I fThh 5B, Lo,
ORI T 0TI 7 L, ZE O Yk
BT A HhB oo, CR«PR LLEDERTH
B &, HEEET 0 ~57%%°, £KIHF A5 T 0 ~53
%5% LREINTCD. SHIGRICERE LT L
LERTWBD &2 T, BRIE0%HH E LickdE
MBS, Fi, EFROUEEC DO TIREERIE X
TRV Bk, fMbERE, ok o
DEH, BERE, PIAWREROBR G ERc»Ths
Tob TOBRBETHIH D HRE S TR B2, R
Ted D EIINZ T, DR, Fio KA OB
2, BAEEHOEZEHEPREEOEE, RERT
REDVETE AT HEREDORI VL I h T\
3910, bhbohul, BAES T HBERHENZL
h, BEFREE OB T h 525, HEMEVED
Koz bhic Etop, PEP & IFM % fnx 7, ¥
TR O M LA bR X B PR X T
1D, ZHOZOHRTIRERFNLZ bhith o7
72, Zhic DESP #fTAz by, XK
PR LI} 14%, stable Bk 71% EBHGNIONS
Iowieote, ¥, HRFHEUES NC LLLojE
Plchn &, ZHOXDPHTIES~98 BT
), DESP OftHTIL 6 ~26:8 (13, %) LIk
Enx ik, Etop, IFM, PEP @& ¥ hic{l2st
EOTEDONME 2D &, HHFRIL0~61%T, %<
1T 20% it & 78 - T B 11D, Zh B S o35
HF D235 B O TR HEAL T E fov b, BB
PIORRNE, WAL IZER UTH - f. FIRRILIE
BT APT v Ve VROV, R
FHMAPTA AT R AEETFRFNRIY &I
&2, DESP OABHE X 5HMENARE S h <
WBH, i HEZEAEN, DESP i3, BZIRRER
RIS ARIE KRR O MEE AR, WA OEE
HRAAEL, TOERIBEECEKEL NS LR]E
ShTWaY. HRATE, EARIPRL, SLE
REDFRET L RicH DT, DESP AN ToE
W LR, DESP HrowdLich ong B
IR 5 LU B 5.

FRUDRIE T, Uk » TEE TR EDIET
st B &, B - BEREE < PS T, EIP BrAg¥,
DESP #tRBcErAbhich ot AE 1L EIP
BEB TR THEEL D - T,

BRI R, AT EIEFIL D e, +
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BUEBEFIETE Ieh - 1.

BIER T, BiEH DESP SHARTHL Hbbh
LEEMSAE DRI, @hOEA T, DESP fHEE
& EIP B E5R L TEIIADRI » . L LR
AT B EWFR ARSI T 5 L 0T, Hie~e
7 vil, QIREIETH - Al
EIP 535 C grade 4 238 A bRt LITEE
BADBENC LB H D, 1o & h Licwds, ik
b DESP ffflic X % EIfFHORRIL X b hicho
fo.

RIFHRCOVTARB L, WThoBEFLRBRT
bH%. HBREITH, EIP 55, DESP 4tHHLS
LI THIeb D iV PR %2 HRICERT
b, BRI bR m S e b, REREIIAK 9
s BCHEIE L.

EIP BtBBE~OBEHGRIFA TSI ThHh, EHF
BAIFRBTH 7. DESP #f flic X hZEPRokE
DELRIT LY, ERHEC TROKHMNH 5 T
HRETHL 00 Ll BEMFREIRETH
D, SHIOEKRFVDETDH 5.

#

BRI 35 Etop, IFM, PEP ##F{k2
BRI OWTERE L.
1. EIP B EBTIEHLL DRI T,
2. DESP #FBEETIY, KR4S TH -1
3. BEEIY S L EIEATH Y, DESP HHic
X5 RELEWEROEIALRILh - 1.

5%, BEECOVWTE LRI ORI S S L E
2bh5.
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