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COMBINATION CHEMOTHERAPY WITH IFOSFAMIDE
(OR CYCLOPHOSPHAMIDE), ADRIAMYCIN, CIS-PLATINUM
AND PEPLOMYCIN (IAPP) FOR HORMONALLY
RESISTANT METASTATIC PROSTATIC CANCER
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From January, 1986 to April, 1990, combination chemotherapy with ifosfamide (or cyclophos-
phamide), adriamycin, cis-platinum and peplomycin was performed in 15 patients with hormonally
resistant metastatic adenocarcinoma. Three patients had partial response (PR) and 9 remained
objectively stable (ST). The median response duration of PR+ST (12) was 5.7 months (range
2.8 to 18.04 ). Three patients progressed while on this therapy. Of 8 patients with prior treatment
of chemotherapy or chemo-hormonal therapy, 6 achieved an objective response (2 PR, 4 ST).

Severe toxicities occurred in 2 patients. One died of lung fibrosis induced by peplomycin and
the other received urinary diversion for persistent hemorrhagic cystitis.

These results compare favorably with previous reports of chemotherapy treatment of metastatic

1657

prostatic cancer patients who failed on hormonal manipulation.
needed for lung fibrosis and hemorrhagic cystitis.

However, careful treatment is

(Acta Urol. Jpn. 37: 1657-1662, 1991)
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Thote. ¥l 150 8 lxH ke CPM & %
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CDDP 25mg/m? %, 3 BHic CDDP 25mg/m?
BETS, HEX1 77— L3004 BECHETL
#=. PEP (37 —ABifR7c< 1| HE i< 5 mg/body
HHHEL 100mg I LIRS TR T & L.

AR ¥IE 12 National Prostatic Cancer Pro-
ject (NPCP)? 3 X OEAE BB Y FRT B
O B EERA KR RS 2, RAlE L b2k
BAATL 2 » B BiefT - e, RRERIREGESENE
E TR AMEEE2AEL 50 ZU LD N - T
PR ¢ L, BHRERXEYvF 7774 —THRHEL
#-. %7- performance status, HZEIER ¥} XOEH
FUERED 3 i LB RERSEERHEL, 1)
L—hel, 2) EB%E, 3) #E, 4) T, 5) Bl
D 5 B ST L.

£ g

15FIDERBC LT IAPP 5\t CAPP &
Bw 1~5[E, T3, 3EMETT L. Partial objective
regression (PR) i3 TAPP B C1360F 3 4237,
CAPP $EHTI3E®» ¥, objectively stable (ST)
3. TAPP JRELT 7 #154%, CAPP BRETid 2 #1100
%THy, &tk LTUE PR X156 3 6120% (95
YEBERA+20%), PR+ST 11804 Th 1. EL)
#I122.8~18.0 7 A, FERMEXSTHA Th- 1o
(Table 3). ¥ HiBECALERENBITINTND
B8 H (LZERSWRELEL) LIEMTRT AL
BT L FEDORE TH - (Table 4).
£ HCH T BRREY Table 5 RT U v
F L PAP 15K RIFT PR U E*F%
LT hEBDRIEIENTENSES. 1%, 0% TH-7T. L
2 LRI S L OB ORIERAR THEMRIZZhFh
18.2%, 8.3%Thote. THHRELEEIGI DI
WP B B B RAD BIE ALHE T s e Tl
PR 6% (40%) NC 64| (40%) PD 34 (20%)
Thot. hRzo¥EHKIECLS PR 64/& NC
+PD 9 BIDTERBEDEFRK B LIcn (Fig. 1)
HEEZIEDT, | FEFRIThEN61%, 15% &

125 19914F

Table 1. Characteristics of patients with hor-
monally resistant prostatic carcinoma

No. Pts. 15 Measurable Parameters
Age Average 62.7 Prostate 11
Range 46-75 Bone 12
Histological Grade Nodes 7
Well 0 Lung 2
Moderate 6 Rectum 1
Poor 9 PAP 10
Regimen Prior Therapy )
|APP 13 Hormona! 15(100)
CAPP 2 Castration 8 (53)
No. of cycles Chemo 5 (33)
Average 3.3 Chemo-hormonal 5 (33)
Range 1-5 Total-
Prostatectomy 4 (33)
Table 2. Treatment schedule of IAPP
(CAPP) therapy
Day1 Day2 Day3
IFO 1. 3g/m? 1. 3g/m? 1. 3g/m?
(CPM)  (500mg/m*)
ADM 40mg /m?
CDDP 25mg /m? 25mg /m?
PEP 5mg/body every 2 days

total dose 100mg

Table 3. Response of IAPP (CAPP) therapy
according to NPCP criteria

No. Pts. Response Response Response

CR PR ST PD Rate(]) Duration(M)
|APP 13 0 3 7 3 77 2.8-18.0
median 5.7
CAPP 2 0 0 2 0 100 4.5, 6.8
Total 15 0 3 9 3 80 2.8-18.0
median 5.7

Y, 2EEFRITHTHIYG, 2% it £
FEQID50% £FEMF23 7 A Th -1z,

Bl EFEROERL, Lo L 16 (7%), %8Bk
2B (13%), &ETH (41%), TE3BH (20%),
B2l (13%) &iah 148 9 BI64% W ic A B D
HEER O BB T DI,

BlfF % Table 6 wiR3. &I EEERL
Rl FAMBREAC X BUifERX 2 Lic Y, i/
WA & b il & 7 LISERIR A - 7. 2 Fle



BT, @2 : BRI - (L2aek

Table 4. Relationship between response and prior therapy
according to NPCP criteria
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Prior Therapy No.Pts. Response Response Response
CR PR ST PD Rate(?) Duration(M)
Chemo or 8 0 2 4 2 75 3.2- 9.3
Chemo-hormonal median 4.8
None-chemo 7 0 5 1 86 2.8-18.0
median 7.6
Total 15 [1] 9 3 80 2.8-18.0
median 5.7

Table 5. Response of measurable or evaluable parameters
on patients with hormonally resistant prostatic

carcinoma
Parameters No.Cases Response
CR PR NC PD CR+PR(%)
Prostate 1" 0 2 9 0 18.2
Bone 12 1 0 8 3 8.3
Nodes 7 1 5 1 0 85.7
Lung 2 0 1 1 0 50.0
Rectum 1 0 0 1 0 0
PAP 10 1 6 3 0 70.0
15 0 6 6 3 40.0
(%)
100 y
1
o —_— 2 =19
------ PR (n=6) e — e
------ NC 3 PD (n=9) e
0 ' 1 1
10 20 30 (months)

Fig. I. Actual survival of 15 patients with hormonally resistant prostatic carcinoma
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Table 6. Toxicity of IAPP (CAPP) therapy

(n=15)

No. Pts.(Z)

Hematologic
Leucopenia :<{2000/mm? 11 (73)
Thrombocytopenia :<{50000/mm? 4 (27
Anemia :HB(8.0g/d| 8 (53)
Fever up 5 (33)
Nausea-Vomi ting 6 (40)
Renal Damage :Cr)1.6 0 (0
Hepatic Damage :GOT,GPT)40 2 (13)
Lung Fibrosis 2 (13)
Hemorrhage Cystitis 1 (7N

*One patient was died of lung fibrosis.

Table 7. Effect of initial chemotherapy on pa-
tients with hormonally resistant pros-
tatic carcinoma

Agents No.Pts PR ST PD Response Rate %
(v ] 13 2 6 5 62
ECT 10 1 4 5 50
PEP 3 1 2 0 100
5-FU 2 0 1 1 50
Coop 1 0 1 0

CPM+PEP 1 0 1 0

CPMHINC 1 0 0 1

CPM+FT207 1 0 1 0
CDDP+FT207 1 0 1 0
CDOP+ADM+PEP ! 0 1 0
VCR+|FO+PEP 4 0 3 ! 7%
Total 38 411) 21(55) 13(34) 66
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Table 8. Effect of subsequent chemotherapy on
patients with hormonally resistant
prostatic carcinoma

Agents No.Pts PR ST PD Response Rate %

10 41
25
33

cPM 17
PEP 4
FT207 3
ECT 2
SFU 1
coop 1
WC 1

C © O O O O =

6
1 3
1 2
0 2
0 1
0 1
0 1

CPM+PEP 1
CPM+FT207 1
CPM+ADM 1
CPMHECT 1
VCR+|FO+PEP ]
SFU+IFO 1
SFU+ADM 1

o O O O © © ©
- - W O = O -

]
1
0
1
2
0
0

Total 40 1(3) 12(30) 27(67) 33
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Table 9. Combination chemotherapy of hormonally resistant prostatic cancer

Author Regimen No.Pts. CR+PR CR+PR+ST Median Response
% % Duration (M}
Kane 5-FU MTX VCR MEL Pred 25 24 72 8.5
Logothetis ADM MMC 5-FU 42 0 50
Presant ADM CPM BCNU 27 26 48 7.9
Berry CDDP CPM Pred 22 0 45 6.0
Straus ADM CPM MTX 22 32 64
Ihde ADM CPM 22 32 50
Izbicki ADM CPM 20 15 40 4.1
Thde ADM CPM CDDP 17 41 71
Al-Sarraf ADM CPM CDDP 16 0 50
Buell 5-FU CPM VCR MTX Pred 16 31 38
Muss CPM MTX 5-FU 15 7 53 4.5
Lupera 5-FU ADM CDDP 25 4 56
Smith MTX ADM 24 0 25
Ll | ADM CPM CDDP 10 10 70
L VCR IFO PEP 34 217 65 6.3
(14) (14) (29)
BEA IFO ADM CDDP PEP 15 20 80 5.7
(8) (25) (75) (4.8)

5-FU:5-Fluorouracil, MTX:Methotrexate,
MMC:Mitomycin-C, CPM:Cyclophosphamide
PEP:Peplomycin

Pred:Prednisolone. ADM:Adriamycin.
CDDP:Cis-platinum, IFO:Ifosfamide.

VCR:Vincristine, MEL:Melphalan

() :Cases with prior treatment of chemotherapy or chemo-hormonal therapy
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