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Idarubicin is one of the new anthracycline analogues. It has a higher therapeutic 
index than either doxorubicin or daunorubicin in a variety of murine leukemias 
and solid tumors. The authors performed a multicenter Phase I1 trial of idarubicin 
in patients with advanced gastric cancer. Seventeen patients with measurable 
metastatic disease were entered into the trial and treated with idarubicin at a 
starting dose of 15 mg/m2. This dose was escalated or reduced according to toxicity. 
There were no documented responses. The dose-limiting toxicity was 
myelosuppression. These data did not compare favorably with the data on 
doxorubicin in the treatment of gastric carcinoma. A conclusion could not be 
reached on whether idarubicin has minimal activity in the treatment of gastric 
carcinoma. Cancer 672988-2989,1991. 

DARUBICIN is one of the new anthracycline analogues. I It differs from daunorubicin because it lacks the meth- 
oxy group in the C4 position of the aglycone.’ Idarubicin 
has a higher therapeutic index than either doxorubicin or 
daunorubicin in a variety of murine leukemias and solid 
tumors2 Animal studies have also shown that it is signif- 
icantly less cardiotoxic than either doxorubicin or dau- 
norubicin.’ The dose-limiting toxicity in Phase I trials 
was myelosuppression.‘ Therapeutic efficacy has been 
shown in a Phase I study.5 Activity has also been dem- 
onstrated in hematologic malignancies6 However, the 
activity of solid tumors in Phase I1 studies has been less 
impressive.’ The activity of idarubicin has been compared 
with the activity of doxorubicin in the treatment of solid 
tumors and idarubicin appears to be less effective.* We 
report the results of a multicenter Phase I1 trial of ida- 
rubicin in patients with measurable gastric cancer. 

Patients and Methods 

Seventeen patients with histologic proof of primary ad- 
enocarcinoma of the stomach and either disseminated or 
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residual local disease after surgery were entered into this 
study. Disease had to be bidimensionally measurable by 
radiograph, computed tomographic (CT) scan, ultra- 
sound, or physical examination. Criteria for entry into 
the study included the following: performance status of 
2 or less (Eastern Cooperative Oncology Group); no prior 
chemotherapy or radiation therapy directed at the site of 
measurable disease; leukocyte count greater than or equal 
to 4.0 X 109/l; platelet count greater than 100 X 109/l; 
bilirubin level less than 2.0 mg/dl or 35 pmol/l; creatinine 
level less than 2.5 mg/dl or 220 pmol/l; and signed in- 
formed consent. 

The site of major measurable disease included the liver 
in ten patients (59%), the lymph nodes in three patients 
( 1  8%), and the gastric bed in four patients (24%). 

Patients were treated with idarubicin at a starting dose 
of 15 mg/m’ intravenously every 3 weeks. Dose adjust- 
ments were based on treatment day and nadir granulocyte 
and platelet counts. Interval counts were assessed at days 
8 and 14 of each treatment cycle. When the nadir gran- 
ulocyte count was greater than 2000 and the nadir platelet 
count was greater than 70,000 X 109/1, the dose was in- 
creased by 2.5 mg/m’. When the nadir granulocyte count 
was less than 200 and the nadir platelet count was less 
than 40,000 X 10y/l, the dose was decreased by 2.5 mg/ 
m2. Using this criteria, three patients were escalated to a 
dose of 17.5 mg/m’ and in four patients the dose was 
reduced to 12.5 mg/m’ every 3 weeks. 
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TABLE 1. Patient Characteristics 

Characteristic No. of oatients 

Total 
Median age in yr (range) 
Median performance status 
Sex 

Male 
Female 

Response 
CR 
PR 
Stable disease 
Disease progression 

Toxicity median (range) 
x 10~11 

Leukocytes 
Granulocytes 
Platelets 

17 

I 
59 (31-76) 

13 
4 

0 
0 
5 

12 

1.8 (0.8-4.0) 
0.7 (0.2-1.9) 

177 (74-424) 

CR: complete response; PR: partial response. 

Seventeen patients took part in this study (Table 1). 
The median age of the patients was 59 years (age range, 
3 1 to 76 years) and there were 13 men and 4 women. The 
median performance status was 1. 

Results 

There were no documented responses in 17 treated pa- 
tients. Five patients had stable disease after two cycles of 
therapy and 12 patients had disease progression after one 
or two cycles of therapy. The main toxic side effect was 
myelosuppression with median nadir counts occurring on 
day 14. The median nadir leukocyte, granulocyte, and 
platelet counts were 1.8 X lo9/], 0.72, and 177 X 109/1, 
respectively (Table I). Nausea and vomiting was the most 
commonly reported nonhematologic toxicity and was 

easily controlled with antiemetics. There was no dem- 
onstrated cardiac toxicity. No other significant nonhe- 
matologic toxicity was observed. 

Conclusion 

With no observed responses in 17 patients, the prob- 
ability of idarubicin having at least a 20% response rate 
is less than 570.~ These data do not compare favorably 
with the data for doxorubicin showing that doxorubicin 
has response rates of 22% to 50% when used as a single 
agent in the treatment of gastric carcinoma.'" 
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