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TREATMENT OF ADVANCED PROSTATE CANCER
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The treatment against hormone relapsing prostate cancer was examined clinically, experimen-
tally and by a review of the literature. Conventional systemic chemotherapy should be appreciated
as one of the symptomatic treatment options; and suramin might be an effective chemotherapeutic
agent, if severe and the wide spectrum of side effects were concurred. Intermittent administration
of suramin is beneficial at present, with monitoring of its concentration in the blood.

Some patients with wide spread bone metastases, especially if they are symptomatic, would be
the candidates for hemiskeletal irradiation. Low dose of fractionated radiation was found to be
more effective than high dose of single radiation. Bisphosphonate was found to protect bone
resorption and destruction from the inoculated prostatic cancer cells in nude mice. In the clinic,
the compound would be effective to the aggravation of bone metastasis, especially in combined

use with irradiation.

(Acta Urol. Jpn. 40: 945-950, 1994)
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Fig. 1. Survival curves; acturial, nonprogressive, and refractory from

hormone therapy
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Fig. 2. Effect of systemic chemotherapy on survival of the patients
with hormone-relapsing prostate cancer
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kK PC93 o EGF k3% growth stimulation %
MHET AR, 2 - F=v ABEEBCHLTUL, £0
BWERAM —EH & 7 » T 47 in vivo HEESHE H
Zbhich ol LT TIRE LTV BS.
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Table 1. Response rate of systemic chemotherapy

according to the regimen

No. No.

PR NC PD O T

Regimen CR

single agent
High dose CPM 0 0 1 3 4 0( 0

Ifosphamide 0 0 1 0 2 0( 0)

Mitomycin C 0 0 0 1 1ol o)

combination therapy

CAP 0 2 4 0 6 2(33)

VPM-CisCF 0 1 1 0 2 1( 50)

EP 0 1 0 0 1 1(100)
Total 0 4 7 4 15 4(25)

CPM : cyclophosphamide

CAP : CDDP +doxorubicin + cyclophosphamide

VPM-CisCF : vincristine + peplomycin + methotrexate,
followed by CDDP + cytosine arabinoside
+5-FU, cf. eference 2)

EP : etoposide + CDDP

Table 2. Side effect of suramin (%)

NCI University of Maryland
(n=31)

(n=138)

Hematologic

Anemia 97.4 45.2

Neutropenia 28.9 3.2

Lymphocytopenia 97.4 100

Thrombocytopenia 13.2 6.5
Coagulopathy 34.2 0
Neurologic

Sensory 28.9 19.4

Motor 28.9 22.6
Renal 42.1 0
Hepatic 13.2 6.5
Infection 28.9 0

Table 3. Clinical results of suramin for hormone
refractory prostatic cancer

;1’3:2‘:“3&0" response PSA
NCI continuous 6/17(35%) 15/32(47%)

Maryland Univ. intermittent 12/24(50%) 17/31(55%)

Table 4. Results of hemibody radiation

Total Complete

Duration
response  Response
(%) (month)
Kuban et al. 31 88 71 4.6"
(1989)
Zelefsky et al. 2 88 82 2.82
(1989)
8.5

1) 6-10Gy. single 2) 6-8Gy. single
3) 25-30Gy. fractionated (9-10 times)
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Table 5. Results of external local radiation according to
the site and methods (ROTG study)

n relief l(;t:ufo & aatic) | Fe-treated
(%) (%)

Solitary metastasis

2.7GyX15times (40.5Gy) 74 55 11

4Gy X5 times (20Gy) 72 37 2%
Multiple metastases

3 Gy X 10 times (30Gy) 167 46 12

3 Gy X5 times (15 Gy) 143 35 23

4 Gy X5 times (20 Gy) 155 40 15

5 Gy X5 times (25 Gy) 148 28 16

p=0.0003 p=0.02

(Biltzer, PH. Cancer 55 : 1468-1472, 1985)

Table 6. Results after decompressive laminec-

tomy
results
preop. postop.
ambulation walking (15) —» walking (15 : 100%)
bedridden (13) — walking (8 : 61.5%)

bedridden (5)

(17 : 100%)
(6:54.5%)

retension (5)

(Shoskes, DA & Perrin, RG. J Urol 142 : 337-339, 1989)

bladder (17) — voiding

(11) — voiding

voiding

retension

V. Bisphosphonate

BIFIADNE - BEHELTRET D © r BERCE
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Structures of bisphosphonate and pyrophosphate

[Bisphosphonate]
OH * OH CI;MDP (clodronate)
11 HEBP (EHDP, etidronate)
0=l"-(|3—7=0 AHPrBP (APD, pamidronate)
OH * OH AHBuUBP
[Pyrophoshate]
OH OH
| |
0=II’—O—II’=O
OH OH

Fig. 3. Chemical structure of pyrophosphate and
various bisphosphonates
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Fig. 4. Inhibitory effect of bisphosphonate

(AHPrBP) on invasion of PC93
cells to the nude mouse skull
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