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DOXORUBICIN is the most active single drug in endometrial 
cancer and is more effective than cyclophosphamide. Other 
drugs of interest in this disease are 5-fluorouracil, hexamethyl- 
melamine and cisplatin [ 11. Mitoxantrone is one of several 
aminoanthraquinones that bind to DNA and inhibit nucleic acid 
synthesis. In animals, this compound is less cardiotoxic than 
doxorubicin. In phase I and II trials myelosuppression was dose- 
limiting [2]. Several schedules have been studied especially, in 
solid tumors, with a single dose of 12-14 mg/m* every 3 weeks. 
We summarize the experience of the EORTC Gynecological 
Cancer Cooperative Group with mitoxantrone used as first-line 
therapy in patients with advanced and/or recurrent endometrial 
cancer in a phase II study. 

Patients with histologically confirmed adenocarcinoma of the 
uterine corpus entered this trial. Eligibility criteria included: 
age 80 or below, life expectancy 2 months or more, and no 
previous chemotherapy. Hormone therapy and radiotherapy 
had to be stopped for at least 4 weeks before the start of 
mitoxantrone. Patients had to have measurable and/or evaluable 
disease outside previously irradiated areas as well as documented 
progression, and 4 x lo911 or more white cells, 100 x lo911 or 
more platelets, and adequate cardiac and hepatic function. 

Correspondence to K.H.N. Veenhof, Division of Medical Oncology, 
Academic Medical Center, Meibergdreef 9, 1105 AZ Amsterdam, The 
Netherlands. 
K.H.N. Veenhof is at the Division of Medical Oncology, Academic 
Medical Center, University of Amsterdam, Amsterdam,.The Nether- 
lands. M. George is at the Institute Gustave Roussv, Villejuif, France, 
M. Fbrni is at &e H6pital Cantonal Universitaire, dineva, Switzerland; 
S. Tumolo is at the Centro Riferimento Oncologico, Aviano, Italy, 
N. Rotmensz is at the EORTC Data Center, Brussels, Belgium and 
J.B. Vermorken is at the Department of Oncology, Free University 
Hospital, Amsterdam, The Netherlands. 

Table 1. Patients’ characteristics 

Evaluable patients 
Median age (range) 
Performance status (WHO/ECOG) 

0 
1 
L 

Tumor site 
Local recurrence 
Distant metastases 
Both 

Previous: 
Surgery 
Radiotherapy 
Hormonal therapy 

17 
65 (5474) 

6 
8 
3 

3 
11 
3 

17 
11 
5 

Treatment consisted of mitoxantrone 14 mg/m*, given intra- 
venously every 3 weeks. Patients were evaluable for toxicity if 
they had completed one treatment cycle and for response after 
two cycles. Toxicities and responses were defined according to 
WHO criteria [3]. Early death due to progressive disease was 
evaluable as treatment failure. 

Twenty patients entered the study. For one patient no forms 
or data were obtained. Two patients were not evaluable: one 
refused further treatment after the first cycle and the other died 
after cerebral stroke 10 days after the fist course. Thus 17 
patients were evaluable for response and toxicity (Table 1). A 
median of four treatment cycles (range 2-27) was given. No 
complete or partial responses were observed. In seven patients 
the disease remained stable for 15-105 weeks or longer, and 10 
patients had progressive disease from the start. The treatment 
was well tolerated with only mild toxicity. Two patients had 
grade 2 and one patient grade 3 nausea and vomiting; one patient 
had grade 3 diarrhea and three patients had grade 1 hair loss. 
Cardiotoxicity was not observed. The major side-effect was 
leukopenia (4 x 109R or below) in all patients. The median 
while cell nadir, 14 days after the 6rst day of therapy, was 
3.2 x 109/1. Grade 3 or 4 leukopenia occurred in six patients. 
Thrombocytopenia (100 x lo911 or below) was not observed. 
Dose modifications were necessary in six patients. 

Our results agree with two earlier negative reports on the 
activity of mitoxantrone in endometrial carcinoma [4,5]. How- 
ever, contrary to these studies, our patients had not received 
any previous chemotherapy, which indicates even more strongly 
that mitoxantrone has no activity in this disease. 
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