
3878 

Multicenter Randomized Trial Comparing 
Zoladex with Zoladex plus Flutamide 
in the Treatment of Advanced 
Prostate Cancer 
Survival Update 

C. J. Tyrrell, J. E. Al twein,  F. Klippel, E.  Varenhorst, G. Lunglmayr, F. Boccardo, 
I. M .  Holdaway, J. M .  Haefliger, J. P. Jordaan, and M .  Sotarauta 
for the International Prostate Cancer Study Group 

From January 1986 to July 1987, 589 patients with ad- 
vanced prostate cancer (distant metastasis is present, 
any tumor category) or locally advanced prostate cancer 
(tumor stage 3 or 4) were randomized to receive either a 
subcutaneous depot of 3.6 mg Zoladex monthly or this 
dose of Zoladex in combination with an oral dose of 250 
mg of Flutamide twice a day. The two treatment groups, 
composed of 571 patients who could be evaluated, 
were comparable with respect to major demographic 
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parameters. Median duration of follow up for survival 
was 56.2 months. 

There was no statistically significant difference in 
objective response between the two groups-67% in 
the Zoladex group and 65% in the combination group. 
There was no difference between time to treatment fail- 
ure (log-rank test, P = 0.085) and time to progression 
(log-rank test, P = 0.74) between treatment groups. 

Survival curves are shown in Figure 1. The differ- 
ence in survival between the two groups was not statis- 
tically significant (log-rank test, P = 0.14), with a me- 
dian survival of 37.7 months in the Zoladex group and 
42.4 months in the combination group. The 95% confi- 
dence limits were from a 3 1.88% reduction in the risk of 
death in the combination group to a 4.78% increase. 
Figure 2 shows the survival curve for patients with met- 
astatic disease. There was no statistically significant dif- 
ference between treatment groups (log-rank test, P = 
0.20), with a median survival of 26.9 months in the 
Zoladex group and 29.0 months in the combination 
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Figure 1. Overall survival (for all 
patients) according to the Kaplan- 
Meier method. 
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Figure 2. Survival of patients with 
distant metastases. 
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3. Survival of patients with 
advanced disease. 
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group. The 95% confidence limits were from 35.7% re- 
duction in the risk of death in the combination to a 
9.56% increase. Similarly, in patients with locally ad- 
vanced disease, median survival was 57.2 months in 
the Zoladex group and 57.7 months in the combination 
group (Fig. 3). This difference was not statistically dif- 
ferent (log-rank test, P = 0.65). 

In view of the increased toxicity and cost of the 
combination therapy, it is not recommended that combi- 
nation therapy with Zoladex and Flutamide be rou- 
tinely adopted. 
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