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THE results of treatment of advanced renal ccl1 
cancer have been universally poor. All com- 
mercially available cytotoxic agents have been 
tcstcd but lack rcasonablc anti-tumor activity. The 
EORTC Genito-Urinary Tract Cancer Coop- 
crativc. Group started therefore a single agent 
phase II screening program. Subsequently mcthyl- 
glyoxal-bis-guanyl hydrazonc, vindesine and mitox- 
antronc wcrc tested, but all failed to product 

responses [l-3]. 
4’Dcoxydoxorubicin (4’deoxyDX) is a derivative 

of doxoruhicin and has shown significant activit) 
against a variety of experimental tumor systems 
[ 41. In animal models 4’deoxyDX has been shown 
to bc appreciably less cardiotoxic than doxorubicin 
[ 51. Phase I studies showed myelosuppression to 
be dose-limiting, and i.v. administration of 30 mg/ 
m’ on an every-3-week-schedule was proposed for 
phase II trials [6]. 

Patients with histologically proven, progressive, 
measurable advanced renal cell cancer were to 
he given 4’dcoxydoxorubicin (30 mg/m’) i.v. once 
every 3 weeks, if they satisfied the following strict 
eligibility criteria: age < 65 yr, WHO performance 

status s 1, no previous chemotherapy, hormonal 
therapy stopped for at least 6 weeks, no second 
tumor, no brain metastasis, no radiotherapy to an) 
indicator lesion, white blood ccl1 (WBC) count 

> 4 X lO”/l. platelet count > 125 X lo”/1 with 
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adequate cardiac, kidney and hepatic function. 

The evaluation of response and toxicity was pcr- 
formed using \VHO criteria [7]. 

Between October 1983 and July 1984 10 insti- 
tutions have entered 33 patients. 

Three of the entered patients proved to be incli- 
gible: one was too old, one had prior chemotherapy 

and one had wrong histology. Of the 30 cligiblc 
patients two died within a week of the first trcat- 
mcnt, one due to rapid progrcssivr disease. one 
unrelated. One patient who refused further trcat- 
mcnt after one cycle is cvaluablr only fi)r toxicity. 
Of the 27 fully cvaluablc patients the median age 
was 58 (32-66 yr), 13 had a performance status 
0, 14 had a performance status I, and there were 
24 males and 3 females. 

Fourteen patients had been pretreated with sur- 

gery alone, 9 with surgery and hormonal or 
immunomodulation, and 3 with surgery + radio- 
therapy + hormonal or immunomodulations. One 
patient had no prior treatment at all. In 18/27 
patients marker lesions were situated in the lung, 
3 had regional mrtastatic nodes, 3 had liver mcta- 

stases and one had a large local recurrence. Several 
patients had measurable lesions in multiple sites. 

The 27 fully cvaluablc patients rec&~cd between 
1 and 10 courses (mean, 3.3: median, 2.3). No 
complete or partial rcsponscs wcrc obscrvcd. In 
12 patients the disease remained stable, in 12 
progrcassion was rcportcd and 3 had rapidly pro- 
gressi1.c disease after one course, so no second 
course was given. 

4’Deoxydoxorubicin was generally very well tol- 
crated. A total of 28 patients received 91 treatment 
cycles and arc cvaluable for toxicity. Of the non- 
hcmatological side-effects nausea and vomiting 
were the most common adverse effects occurring 
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in 43% (12/28) of the patients. Moderate alopecia 
was reported in 18% (5/28), slight oral toxicity 
was observed in 11% (3/28) and consisted only of 
soreness. A grade I phlebitis was noted in 3 pati- 
ents (11%). No patients developed congestive heart 
failure, but in 1 patient a significant decline from 
70 to 50% in the left ventricular ejection fraction 
(LVEF) at rest was observed after 9 treatment 
cycles of 4’DeoxyDX. 

The only hematological toxicity observed was 
leukopenia. The white blood cell nadirs available 
for 85 cycles were grade 3 in 5 (6%), grade 2 in 
13 (15%) and grade 1 in 16 cycles (19%). The 
platelet nadirs were always > 100 X lO’/l. Dose 
reduction had to be performed for 2 patients in 
1 cycle and in 1 patient for 3 cycles. 

The patients entered into this study permitted 
an optimal chance for 4’DeoxyDX to show its 
activity since all patients had a good performance 

status and no prior cytotoxic treatment. The 
majority of the indicator lesions were present in 
the lung and lymphnodes. No responses were 
observed in this group of advanced renal cancer 
patients. The dose given in this group of patients 
however, should perhaps have been a little higher 
since only in 40% of the cycles leucocytes dropped 
and no platelet nadir under 100 x lo”/1 was 
observed. The total lack of activity does not raise 
much hope for a better outcome had the drug been 
given in a higher dose. All other toxicities observed 
were very mild in agreement with other recently 
published studies with 4’DeoxyDX [8,9] in which 
also no activity was shown. If further studies will 
be pursued the observation of cardiotoxicity in 1 
patient after 9 courses (total 270 mg/m2) must 
lead to careful cardiotoxicity monitoring of all 
patients entered. 
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