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Abstract—Forty-one evaluable patients

**Norwegtan Radium Hospital, Oslo, Norway

with bidimensionally measurable

metastases of transitional cell carcinoma of the bladder were treated with cisplatin
70 mg/m? i.v. on day 1 and VM-26 100 mg/m? i.v. on days 1 and 2, every 3 weeks.
Response was evaluated after 2 treatment cycles. Complete response (CR) was
achieved in 4 patients (10%) and partial response (PR) in 17 (41%). T he median
response duration was 6 months. In this group of previously untreated patients the
combination of cisplatin and VM-26 did not appear to yield better response rates

than would be expected from cisplatin alone.

INTRODUCTION

PRESENTLY, cisplatin is the most active single
agent in the treatment of advanced bladder cancer.
Dosages of 70-120 mg/m? i.v., every 3 weeks, or
equivalents thereof, have yielded response rates of
30~-40% in pretreated patients and 40~50% in non-
pretreated subjects, with a median response
duration of 6 months [1-5]. Various combinations
of cisplatin with agents such as adriamycin,
cyclophosphamide and 5-fluorouracil have failed
to improve these results [6-10].

In an attempt to improve the therapeutic
results, the EORTC Urological Group initiated a
phase II study (protocol 30802) with the
combination of cisplatin and VM-26 based on the
following rationale. First, a phase II study in the
early 1970s conducted by this group with VM-26
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suggested that the drug may be effective in
advanced bladder cancer. Two CRs and 3 PRs
were observed in 30 heavily pretreated patients
[11]. Second, Burchenal et al. have demonstrated
synergism between platinum- and epipodophyl-
lotoxin derivates [12]. Finally, the side-effects of
the two drugs differ. Myelosuppression is the
main adverse effect of VM-26, whereas cisplatin
affects the bone marrow only mildly. The
objectives of the study were to determine the
response rate and duration of response of this
combination.

MATERIALS AND METHODS

Patients

Patients were eligible for the study if they had
histologicaily proven transitional cell cancer of
the urinary tract with bidimensionally measur-
able distant metastases (lung, liver, lymph nodes,
skin) of a pelvic tumour mass measurable by CT
scan. Further requirements included a perform-
ance status (WHO scale 0-2), creatinine clearance
240 ml/min and normal bone marrow function.
Patients with previous treatment consisting of
cisplatin or VM-26 were not accepted. Bone
metastases, hepatomegaly and serous effusions
were not accepted as measurable lesions, and
patients with a history of congestive heart fatlure
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were excluded because of the vigorous hydration
scheme.

Pretreatment evaluation included history and
physical examination, a routine hematological
and biochemical screen, creatinine clearance, IVP
and chest X-ray. Except for IVP, these studies were
repeated before each treatmentcycle. CT-scan was
performed prior to treatment and repeated after
every second treatment cycle if necessary to
measure indicator lesions.

The treatment regimen consisted of cisplatin
70 mg/m?i.v. on day 1 and VM-26 100 mg/m?i.v.
on days 1 and 2, the course being repeated every 3
weeks. Cisplatin was given over a 4-hr period with
hydration. VM-26 was administered in 250 m] of
saline over 30 min. For cases of severe bone
marrow depression, dose reductions of 25-50% of
VM-26 were required.

The definitions of response were according to
the WHO criteria [13]. CR is defined as the
disappearance of all known disease for at least 4
weeks and PR requires a 50% or more decrease in
the product of the two largest perpendicular
diameters of all measurable lesions for no less
than 4 weeks, with no new lesions developing.
Stable disease is considered as less than a 50%
decrease or less than a 25% increase in measurable
disease, with no new lesions developing, and
progression is more than a 256% increase in
measurable disease or the appearance of new
lesions.

Patients were considered evaluable for response
if they had completed a minimum of 2 cycles of
therapy.

Patient characteristics

Fifty-eight patients were entered by 12 institu-
tions. Eight patients were ineligible (Table 1) for
the following reasons: histology failed to show
transitional cell carcinoma in 3 patients;
performance status was >>2 in another 3 patients;
1 patient had hepatomegaly only; and 1 had a
second malignancy.

Nine patients were inevaluable for treatment
response (Table 2). In 4 patients inadequate
dosages were given, and 2 patients were treated

with incorrect intervals. After 1 cycle of therapy, 1
patient refused further treatment, 1 patient
developed renal failure due to obstructive
uropathy and a third patient developed urosepsis
without leukopenia.

The characteristics of the 41 evaluable patients
are given in Table 3. The average age of patients
was 61 yr and males dominated the subject
population 6:1. Thirteen patients underwent
cystectomy with ileal conduit and 18 patients
received radiotherapy to the bladder. Topical
chemotherapy was administered to 6 patients: 5
intravesically and 1 intra-arterially. Six patients
had tumour limited to the pelvis, 2 of which had
received prior radiotherapy.

No patient received previous systemic chemo-
therapy.

Table 1. Reasons for ineligibility

No transitional cell cancer 3 patients
Performance status too low 3
Unmeasurable indicator lesion 1

Second malignancy 1

Total ineligible 8/58

Table 2. Reasons for inevaluability

Inadequate dosage 4 patients
Inadequate treatment intervals 2
Treatment refused after 1 cycle 1

Renal failure after 1 cycle 1
Urosepsis 1

Total inevaluable 9/58

Table 3. Characteristics of 41 evaluable patients

Sex ratio male: female 6:1
Average age 61 yr

Ileal conduit 13 patients
Previous radiotherapy 18
Topical chemotherapy 6

Pelvic tumour only 6

Table 4. Results of treatment

Site of No. of
metastases patients CR (%) PR (%) Overall (%)
Lung 14 6 (43) 8 (57)
Lymph nodes 17 7 (41) 9 (53)
Liver 4 2 (50) 2 (50)
Pelvis 6 2 (33) 2 (33)
Total 41 17 (41) 21 (51)
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RESULTS

Forty-one evaluable patients were treated with
an average number of 4 cycles (range 2-9). Four
achieved CR (10%) and 17 PR (41%), for an
overall response rate of 51%. Eleven patients had
stable disease, 7 progressed and 2 died secondary
to their malignancy. Response was evaluated
according to the site of metastases (Table 4). Of
the 6 patients in whom the tumor was confined to
the pelvis, 2 received prior radiotherapy: 1 had
stable disease and the other had progression of
disease after 2 cycles. In the 4 non-irradiated cases,
2 achieved PR, 1 had stable disease and 1 had
progression.

The median duration of response was 6
months. The median survival of patients with CR
was 12 months. Patients with PR and no change
had a median survival of 6 months and patients
with progressive disease had a median survival of
only 3 months.

The major toxity was nausea and vomiting,
which led to cessation of treatment in 6 patients.
Leukocytopenia (1400-3800/mm?®) was observed
in 10 patients and required dose reductions in 7.
Thrombocytopenia (<100,000/ mm?) was observed

in one patient (85,000/mm?). No sepsis or
bleeding complications occurred.

DISCUSSION

The overall response rate of 51% (95%
confidence limits: 36-67%) with a median
response duration of 6 months in this patient
population without prior chemotherapy does not
differ from cisplatin as a single agent. Therefore,
this study fails to confirm a synergistic effect
between cisplatin and the epipodophyllotoxin
derivate, and it appears that VM-26 has only weak
activity in advanced bladder cancer. VM-26, when
used as a single agent ata dose of 20-30 mg/m?1.v.
daily X 5, every 3 weeks, has recently been reported
as ineffective, although the study can be criticized
for suboptimal doses and extensively pretreated
patients [14].

The results of this study support that cisplatin
combination chemotherapy is not proven superior
to single-agent cisplatin in bladder cancer [5-10],
and since multidrug treatment may also increase
toxicity, combination chemotherapy with cis-
platin is not recommended for routine treatment
of transitional cell cancer of the bladder.
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