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INTRODUCTION

EsorusiciN (4'-deoxydoxorubicin) is an analog of
doxorubicin in which the 4’-hydroxyl group has
been removed. Pre-clinical studies showed that eso-
rubicin has a similar or even higher activity com-
pared to doxorubicin and produces lower cardiotox-
icity than doxorubicin when both are used at
equitherapeutic doses [1-3]. The phase I trials
conducted with esorubicin recommended a starting
dose of 35 mg/m? [4, 5]. Leucopenia was the dose-
limiting toxicity. This study was undertaken by
the EORTC Clinical Screening Group to test the
efficacy of esorubicin in patients with renal carci-
noma.

PATIENTS AND METHODS

To be eligible for entry into this study, all the
patients had to have a histologically proven renal
carcinoma, a progressive and measurable disease
surgically uncurable, a Performance Status
(ECOG-WHO scale) <3, an age <70 and adequate
hematologic (WBC  >4000/mm3, platelets
>120,000/mm?), renal (creatininemia <130 pmol/
1}, and hepatic (bilirubicin <35 wmol/l) functions.
No prior palliative chemotherapy was allowed. A
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normal cardiac history and function were manda-
tory. Informed consent was requested according to
institutional rules.

Esorubicin was supplied by Farmitalia Carlo
Erba in vials containing 5 or 10 mg of 4'-deoxy-
doxorubicin as a lyophilized hydrochloride salt.
Patients were treated with a starting dose of 35 mg/

Table 1. Characteristics of eligible patients

Characteristics No. of
patients

Patients 21
Sex

Male 16

Female 5
Age

Median 70

Range 30-71
Performance status

WHO: 0 4

WHO: 1 8

WHO: 2 9
Prior radiotherapy 6
Prior chemotherapy 2
Site of disease

Lung 16

Primary 10

Liver 8

Soft tissue 7
Esorubicin administration
No. of cycles

Median 3

Range 2-11
Side-effects (no hematological)

Nausea/vomiting 10

Alopecia 9

Venous irritation 2

Diarrhea 2
Response

Complete 1

Partial 1

No change 9

Progression 10
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m? every 3 weeks. Retreatment was postponed by 1
week if a full hematologic recovery was not obtained
on day 21 and the doses adjusted according to the
degree of myelosuppression.

The drug was first diluted in a solution of 5%
dextrose in water; but, due to local venous reactions,
the drug was subsequently administered in a normal
saline solution and given by rapid i.v. infusion.

Therapeutic activity was assessed according to
the WHO criteria after 2 minimum of two treatment
cycles [6].

RESULTS
Out of the 21 eligible patients (pts) entered in the
trial, 19 were considered as evaluable for response.
The reasons for not being evaluable were early
death (1 pt) and concomitant corticosteroid (1 pt).
The population studied consisted mainly of non-
pretreated patients (only 5 patients had been pre-
viously irradiated). Seven of those 19 patients had

a performance status equal to 2.
Two objective responses (1 complete and 1 partial
response) were reported. These two untreated pati-

ents had measurable lung metastases. The durations
of responses were 22 and 113+ weeks respectively.

The median cumulative dose of esorubicin admin-
istered was of 105 mg/m? ranging from 35 to 350
mg/m?2.

Esorubicin was well tolerated; the drug induced
moderate (WHO grade 1-2) nausea/vomiting and
alopecia. One severe venous reaction, resulting in
treatment discontinuation, was reported, and a
typical anthracycline myelosuppression was
observed (median nadir value recorded during the
first cycle WBC = 2150/mm?®, range 1000-3700/
mm? median nadir value observed throughout
all cycles: WBC = 1800/mm?, range 1000-3700/
mm?). No cardiac side-effect was noted.

DISCUSSION
Despite the fact that a long lasting complete
response has been reported, we have to conclude
that the activity of esorubicin in advanced renal
carcinoma was minimal under the conditions of our
study.
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