875

[MW@%M%S%
1985%5H

HEATRINL BE (203 5 Peplomycin o
Rl THEAS RO

BERMNA Y X —
03 A — BB
3E| F b '

CONTINUOUS SUBCUTANEOUS INFUSION OF PEPLOMYCIN
FOR THE ADVANCED PROSTATIC CANCER PATIENTS

Ichiro SATAxE and Kiyonobu TaAr:

From Saitama Cancer Center

Continuous subcutaneous infusion of peplomycin was performed on 17 patients with me-
tastatic prostate carcinoma, 9 of whom were refractory to conventional hormone therapy.
Peplomycin was administered 5 mg daily through a newly-developed ‘‘microinfusion pump” for
14 consecutive days. This therapy was discontinued in 3 patients at the cumulative dose of
35, 35 and 55 mg. The mean cumulative dose was 84.7 mg. One patient who received 140 mg
of peplomycin developed pulmonary fibrosis which was so mild that he recovered soon after
the conservative therapy was instituted. There were no other episodes of pulmonary tox-
icities. Other major toxicities observed were anorexia (47%) and fever (41%).

Of 135 patients who were evaluable with the response criteria of NPCP, 4 patients achieved
objective partial regression (two for pulmonary metastases, one for bone metastases and
the other for supraclavicular lymphnode metastases) and the other 11 patients remained
stable. No progression of the disease was noted.

Continuous subcutaneous infusion of peplomycin is advantageous over the bolus injection
for increasing its anti-tumor activity as well as for decreasing its pneumotoxicity. It can also
be performed for out-patients without difficulty. We believe this therapy should be incor-
porated in the multidisciplinary therapy of prostatic cancer.
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Table 1. Summary of the patients
CASE AGE HISTOLOGY* STAGE** piiiiOUS. . DOSE RESPONSE PROGNOSIS
(y/0) (mg) (months)

1 70 adn D-R,B HCRN 70 pain V¥ 5+

2 72 poor D-R,B HC 140 24

3 74 poor D-R,B H 70 1+

4 71 adn D-R,B HCR 70 22

5 78 poor D, B HCR 55 23

6 78 adn D-R,L HCR 70 lung metaV¥ 15

7 76 well D, B HC 35 5

8 80 mod D-R,B HCR 70 4

9 75 poor D-R,BN HR 70 5+

10 82 poor D, B H 35 24kkxk
11 70 adn D-R,BLN  HCRN 70 lung metaV 6+

12 66 well D, B N 140 bone metay 11

13 61 poor D, BN HCN 175 LNs metaV 11

14 64 poor D-R,B HCN 175 painV/ 11

15 53 poor D, B N 70 8
16 73 poor b, B 70

17 84 mod D, B HC 20

* adn:adenocarcinoma
poor:undiff.adenoca.

mod:moderately diff.adenoca.

well:diff.adenoca.

*** H:hormonotherapy,

C:chemotherapy,

**R:relapse
B, & N:site of metastasis
B:bcne, L:lung
N: lymphnode

R:irradiation

N:neuroadenolysis of the pituitary gland

*kkk

prostatic cancer.

B B\ TINEE L7 stage D OESTRITIBBEERIAR,
performance status 30 225 3 DIERT, 3 #» FHLE
DEFIETE, HomMs O mERET X5
HERE & B EED B S U hEH DEATA X /R E Lic
(Table 1). 178JDEMILS3EE H84%%, 72 28%
Th5s. 2UEBECINIEE L2 Eh TR Y,
BRI L 2 713004 B0E 2 61, EESME
Wik 24l B35 IMNIRSEE THB. FEBIIERR
TRWT, 17016 BIES R, BH I AIZET 2
Pl ifilEzB e, b 3ARIIIhLEAbY, Vv
SRR SRS . AEIFEEIR T - F BRI 1
BIDHR TR DI6BIE TR CEEEREYET 5. 146
GEBI 4) HEHAREE LT BTz il 67T, *
D447 AT BRE T, PDWEELBBL TW3
7Y T OE T TR IR F R B T EE S
By 2R HEGERE LTR D, FOBME HAER

This patient died from progressive dementia., not from the
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LE 70mg % | course & L7 ZHHLEIEADS
WXBE DRI L P TRERFIE LERAD H
%. £fl=7r#lo microinfusion pump SP-5 o
BB A F\ /2. peplomycin 35 mg % AEAKEKS
ml CHEMRL, —h¥ 5ml o) v RT3,
HEARIL 27G BREPEFB, Y4 v T 8T 2 —%
AMLTYY vorEERT 5. AR 30 pl/h BRE
L, BillgBE R T A b8 54 % (Fig. 1). Microinfusion
pump FERIRXOBI Ah, FEETI®L. @
B — R AL 5B A 1 B X0t 28R
Bk Zicw, BTHRIGEE | oL 28R 1T
L.

Fig. 1. A patient with his microinfusion pump
in his hands

Fig. 2. A: Chest X-P of case 12 after 140 mg
of peplomycin was administered.
Fibrotic change in lower lung is
noted.

Mg X-P 3B EHIR L 0% 2 — AR TH, X610
BEERERDLHAFIT 200 L 4:BRBCERE L.
BRI 7 A AT TR SRR, oo fho fhiReRE
BERT L.

R e e AL D Fef & 1o fBR % X 7o L e
e A O MADc R Licks LT #5% fFEL
fo. BEORRTE, WAk X OB I HERILE
T CER R .

Kik#x 2 2 — AL EWITT 5B T ORIRY 4 8H
k&L

BERRRIC S\ TR BRSO ke 2 B L,
T OBFEI—FRblon T & & L, ¥, RERKT
hOBERABE LR & Lichs, (bR « IS WL
BE13 70 & ARERE 2 BHFT» HK T £ Colb
T OEFB LOREBEIEZ LXK L.

%R ¥|%E X, National Prostatic Cancer Project
@ Response Criteria® & X b kBiria 3 » A
HE L.
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BIAZlRE stage D D176 5t U CHER R Ffe A
2% B\ 7z peplomycin o TR AR EE % J61T
Lic. 17floks5EkehZh 35 mg 225 175 mg,
FE#Hir 84.7mg THot. FERIS, 7. 10D3HT
1 a2 —2o@pcREYPIELL. FEFI5 1 39°C
BORMEBCLHEBEREEL LOARKRNIRD D, fE
B 7 RBEOHERC LY, FAECIIOXEE DFiIFIT

[l

i

B: Chest X-P of case 12 three months
later. No exacerbation of the fibro-
sis is recognized.
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X v FoMEA R i o 1ok dTH S, 26 GEBI
2, 12) X2 =2 —2A, 3510206 GEFIS, 14) 1X2.5
a2 — AR FRFREIT L. EFINREIOEFELYE
X HHEND, FEOIHTFETL THRTT L bR
B kB L Bbh s FEEOFHIHAER LD
FhFh3 z—AFFETHEEYFILC EF7X
| HES5EY 10mg B LICEATHB2, 284
MBKAD, HOLFBRREYFLIH, BRI
Brefbrtllic. B5 9 TXT1I=2—2 70
mg *HEfTL .

240 GEFI2, 14 AREkET T 1 = — A% HET
Lic. 20EMETRTABRFR B R,

st BL Tk, 18 GEGI2) wRIBEMMR D
HB % HI. 2 2 —ARTEE L HBEHE X ORER
BolaEoiiz, MEEEZ L crackles @b icics,
Mo X-P %7k 25, HHAITMHE 2O @R
b LNEEIROBE > Bote (Fig. 2A). HEMK
ftige D2 CTE BT prednisolone 20 mg/day o
BERBAALICE T, MBFIIIET X-P EiRer
tE% R L (Fig. 2B), crackles 3 JEnh 7cis»

-

Fig. 3. A: Chets X-P of case 6 before the therapy. Several nodular metastases are
evident in the right lung (arrows).

B: Chest X-P of case 6 after the therapy.
in size and become unclear.

The metastatic lesions decrease



ey« BRI BISZIE - T e <A v 879

Fig. 4. A: Chest X-P of case 11 before therapy. B:
Two metastatic lesions are evident in ’
the right upper lung (arrows).

Chest X-P of case 1l after therapy.
The metastases completely disappear.

Fig. 5. A: Scintigram of bone in case 12 B: The scintigram of bone in case
before therapy reveals multi- 12 after therapy shows the re-
ple bone metastases. gression of the metastases.
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TR HLERCER LTS, ZOBOEMCIXE
BN RER R B 1 foB e, BRIRA st 238
WIgh - 7.
FofEIfER L L TIABRTIRE 8 flic, Ry
7, 2HBERY 3Bk, Bl &% 3 B
Fo. BERRIBELRLONSBRERHE IR 2
WL OETIEIETHS. LrLEELBETY
H&H B VIEIEH e B RERI Ta s ot BT,
Zhd ITCENLIFCHEETTELELTHLL,
ThIBERBRESNS 2 ~3 ARHEL, ThllE
RERT D, BEABMIIATROEMC B THBED
FAREEREEY 72T, 3B BV TULEATRA 2
L& UeIRE e g 57 B btz LAL 3HIE L IF
AR TR EHETHRIBIRC Ty, ET0ER
UhELEFEYRTOR LI -7, (3T peplomycin
BRI X 5 & Bhh B EIfERIRERS Ieh» e
BRFRC OV 26 GESIL, 14 wBEBERIC
X AR OBRE i3 dy, 5 G M ERA AR
b, JEH6 TIkitER E oM/ g (Fig. 34,
B), EFIIITIRA UL B R oM KL RS- (Fig.
4 A, B). FEFII2C B TR BEBR ORI R LR
(Fig. 5A, B). ¥ EMI3 TSR LY v < HlEE D
B b, AERTHR X ORATE 3 » AL
PR IR B % X o LICIEBI GRS bhieh o7, &
M 5% National Prostatic Cancer Project (NPCP)
> response criteria X h ¥ ETHE, fEFI3E
LU0V D B 12BN DT 0 T BT, fiE
#l6, 11, 12, 13D 4 )% partial objective regres-
sion (LI'F PR &WET ), 300 11423 objectively
stable (LT stable disease &M§1) 705, #E
Mol acid phosphatase, BiIZRME acid
phophatase 3 X U' PAP i —EDHEMIXZRD ik
mote, @026 GEG L, 14) TREBOSEN
AHbhic.
FHOWTE, S5HIP L A AB 64 ATRLTL
. 516 GEMI3) WTEEY = 7BOBHE
Byl Lo 1 i, X618 GEBIO ik
ALIRIE DHEITIXFRD I b D DR R, £HIR
BB A &L 20 BT L. 1350 360
37 ALA AT L, oM X I L.
T DFEL 5 P ik ¥ TImEE i A RS, IR
% MiAT L AER 312 35\ T b Bl D MR LR A B R
T ot EOI2NEAUNGTTH 4 A 5249 A
912, 371 B ORI S\ CAELFFRTH B,
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BB AL & VAR BED 0 LD THIH?,
REMT & estrogen BB 5T X B A WEENIA <
BIihbh T3P, Ll estrogen EEBE L
MERGHHEL T Z EAMBR TP, Fheka
& VIHEREN R BEEOME, Tioh bERECHK
LT AZIEREIL 2 T80 TH Y, ZoOFHRIT &
PDTRRT HAH0. & Ol BRINIEC X4
HCEFEOBEE KL BFIh, T T bhbhd
tegafur OFRAMELRE LD, BILRE O3
o clinical study & L-Cix National Prostatic
Cancer Project (LIF NPCP CEE3.) 246N T
W51, NPCP TE¥/: response criteria® [I%
DL HEINT W52, BEE TZo criteria
1z X b cyclophosphamide, 5 FU 7z & 6 OHEE
FINBEFTEYTH D Z EXBEIhB -ES, &
Y BRI RIBREA O NERFBAIR T 2.

peplomycin % bleomycin o {H|8455 Bk THB
PP, bleomycin WH LU TAWHEBEEA X7 b Ak
BN HUEBIER%Y+ 5 2 &A% in vivo THR X,
W I¥ 5 mice IZ 34T bleomycin ¢ dose limiting
factor TH -7 BT & HEIR T VL3P,
NS S bleomycin LR Y, § - Bz IO
Y v AREi ENDERARD BT B2,

BIZIRE R4 5% peplomycin o7 B %R ~N7
BEIHRIN B, Uk LARSRESS Tk Koiso
HOWEONFE L - EDEL, 5 B stage
D O#EGIIMVINEES T, hCxBYEIANE
Fh3. ToOEKRLRE NPCP o response criteria
EXDHEZNTED, stage D oW ThBE6
Bl (21%) A PR, 1981 (65%) »° stable disease,
46 (14%) 22 PD ThH, 5 bEREIFIC DOV
TH%5E PR 216, stable disease 8%, PD
D2PEHE TN TS, ZOKREEY 5FU IV
cyclophophamide OEXW:% MR L7z NPCP o
protocol 100, [§ U< estramustine phosphate &
streptozotocin D7 Kl ¢ % fEFR L 7o protocol 2001
LILBET B & PD A& LS TOR-E ), stable
disease 238\ . HIZIE OEIRIC 3815 stable di-
sease (IBBANC T I N B HFH 00, ZokR
ERIFREMBE 2 LS.

#3k X b bleomycin ¥ X U peplomycin %5
7oL 20mg & LB 1ED S 38 58 ¥ 2k
i one shot CELGINTELLWIO. LT
1= 19724E Yagoda &i% bleomycin o B #4-n3 1
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Table 2. Toxicity of this series compared with that of peplomycin by bolus
injection!” and that of bleomycin by continuous infusion®?,

This series

Koiso et al Krakoff et al

Gastrointestinal 47%

Fever 41%
General fatigue 18%
Mucocutaneous 18%
Alopecia 0%
Pulmonary 6%

15% 27%
30% 19s
5%

12.5%* 98%
2.5% 71%

25% 5%

* Thig figure is that of exanthema. The incidence of

stomatitis and pigmentation is 10% and 7.5% respectively.

Table 3. Objective response for stage D prostatic cancer patients.

NPCP®»
This series Koiso et al P-100 P-200
Partial regression 4 6 7 3
Stable disease 1L 19 29 27
Progression 0 4 79 75
Total 15 29 110 105

1, 2@ DS A THES M ¥ 2% & & EEKRY
CRRLTWA®, bivbhd BABFEC T
bleomycin 5 mg DHEAEENENIHEETHDH
ERFTTRBE LY. \WoIE 5 1974 F Cvitkovic
5i% bleomycin O RPIFEIER ST L 5 RIFILHEERR
B v RFE L. bleomycin & B peplomycin
ROWT bR S REEE LT\ -1E D, FiE
MR 5 ABREETHDHZ ED in vitro 1o\~ L
in vivo R NTHER IR,

Rl SR ITE L KT HEAE L bR B, in

vive THE OHIESHIC ERIITAD i E 52,

FEPRE. FEFER I ARV & 0 B BHEEDS BT HhuTs
V. BRI, Atk - R BRI RREAR R
Xh, FTFESGEARERELE. bhbhoRWvic
FHFEA B battery-powered peristaltic pump T
b5, ABOEIEERC X hEARY 6~96pl/h B
KRETES. B Ni-Cd BIbTWIBEZ Tk
BLABLI.

SEbLR bt I AOBEREY &1 17 fl0D stage
D BiszisEiESe %t L peplomycin DGR TIEA
BEw 1T Lic. £ OFRERIIZL 2K TH Y, Ko-
iso HOWECK KT H65.THE > bEbs. B
i+ % bleomycin 3 X peplomycin D5
Wt BT 5 EDNSVEEZ LR TWSA, K
YR AT L7 17T 1 Bl B O TRMERE R & & 7
5 RO HBE R IDRTHY, Thit Koiso

D350 O 0B DFFER B & X TH & Hae s
V. Blfe% % 2T Table 2 @/RL 7. Koiso b
DWE LTS ERBTRVBRTHD W% vs
15%) Z&AEREIRS. Zhi3FEHRRFO D,
B 5 NIIEERE G OKDBH RS WIREZ AL T
WA TH B, Fi bleomycin DOFFEHTE
% Lk Krakoff S DEIFREHE TS E, K
ERREIR B X OBES B LB L it (Th
Fh18% vs 8%, 0% vs 11%), FBL H&bh
@i\ (41% vs 19%) EABEREOL. ok, FBH
CBIL T, BRHERES & 7o LAFER (FEBII6) ¥s
T peplomycin OEHE G 39.9°C DFBIH
Bk, 2B REGCEE L TR ERRVEBHES Y
ETHAHD.

ABE 15 17 Flofs 5% 84 7mg Ll
DG LT R Pig. L L NPCP o
response criteria & X% & 158146 (27 %)
PR, 51161 (73%) 1= stable disease % &R
HIEMNTER. Thi BREIBIC 2T HhB L
PR #3261 (22%), stable disease 237§ (87%)
Lin%. stable disease DF#HIT PR LT % &
VbR TE I, bhbhOFRITEARI VD
o0, fhoBECEL CHEEkwbDLELD (Ta
ble 3). HRAIA RO T LD response #1F5
Rl o SRR S X A TIEREOMADIEFSE L
bokBbhs. Tihobbitigtkic L ORBIIERA BEE
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iis% dose LATC SIS BB Ohic b TH
5. PROEFIZEREINC RS & 4 G 2 G030 1
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BoHRIcH o7 ERNTV B, bohih OFER12
TiE b ¥ b EREOHE X A, peplomycin D
BEHBOERC 5L 0n, HHREHEC X5 D0,
FRRFOWMEC LB OPITRHATHS.

Figic ouTix follow-up JBIAARFSF TH B DS,
17807 5 A% 1 255 6 4 TR (5 LIERSEEEES
0% & T44), @rol2tliterb24r» B, T4
12.37 A& B LB AFP ChH 5.
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D P4 WRES —30f & S IR Thr o T
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