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Objective
. . JQ determine whether the addition of

:
: goserelin to radiotherapy improves sur-
.••'•. vival in patients with locally advanced
•;• prostate cancer at high risk for metastases.

Design
. •': Randomised controlled trial with me-

.dian 45-month follow-up.

Setting
: European Organization for Research and
• Treatment of Cancer Centres (2 0 in Eu-
rope, 3 in Israel, and 2 in North America).

Patients
.415 patients who were < 80 years of age

(median age 71 y) and had locally advanced
prostatic carcinoma without involvement
. of regional lymph nodes. Exclusion crite-
ria were previous treatment for prostate
cancer, previous malignant disease other
than basal cell skin carcinoma, or evidence
of distant metastases. Data were available
for 401 patients (97%).
Commentary

In this well-designed, randomised clinical
trial, Bolla and colleagues have helped to
clarify the role of hormonal therapy in the
management of the early asymptomatic
phase of prostate cancer. They have also
dearly shown that early administration of
goserelin reduces overall mortality and rate
of progression of prostate cancer.

Clinicians should, however, be aware of 2
important issues related to the applicabil-
ity of these results. First, all study patients
had "locally invasive disease," defined as
either high-grade prostatic cancer that is
mtracapsular (TI) or confined to the gland
(T2), without involvement of lymph nodes
(NO-X), or low-grade tumours that have ex-
tended beyond the capsule (T3) or have
^filtrated neighbouring structures (T4),
without involvement of lymph nodes.

Interestingly, 90% of patients who partici-
pated in this trial belonged to the second

Intervention
Patients were allocated to radiotherapy
alone (n = 208) or radiotherapy plus
goserelin (n = 207). Radiotherapy was
given once/d, 5 daysAvk for 7 weeks with
a planning target of up to 50 Gy for die
first 5 weeks to the whole pelvis and an
additional 20 Gy for the last 2 weeks to
die prostate and seminal vesicles. Goser-
elin, 3.6 mg, was given subcutaneously
every 4 weeks starting the first day of ra-
diotherapy and continuing for 3 years.

Main outcome measures
5-year overall survival and disease-free
survival rates.

Main results
Analysis was by intention to treat.
Combined treatment with radio-
therapy and goserelin led to greater
overall survival than did radiotherapy
alone. The hazard ratio (HR) for death
in favour of combined treatment was
0.50 (95% CI 0.33 to 0.76), which

translates to 5-year survival rates of
79% for combined treatment com-
pared with 62% for radiotherapy
alone (P = 0.001 log-rank) (Table).
More patients who received combined
treatment also survived to 5 years free
of disease than did those who received
radiotherapy alone (HRO.22, CI 0.15
to 0.32, P < 0.001 log-rank). The lo-
cal control rate at 5 years was 97% in
the combined-therapy group com-
pared with 77% in the radiotherapy-
alone group (P < 0.001). Toxicity of
grades 3 and 4 was infrequent and
similar between groups.

Conclusion
The addition of goserelin to radio-
therapy improved 5-year overall sur-
vival in patients with locally advanced
prostate cancer.
Source of funding: Zeneca-Pbarma (Zoladex).

For article reprint Dr. M. Bolla, Radiotherapy
Department, University Hospital, B.R III
38043 Grenoble CEDEX9, Frame.

Radiotherapy plus goserelin vs radiotherapy alone*

Outcome
at Sy

Radiotherapy
plus goserelin

EER

Radiotherapy
alone
CER

RRR
(95% CI)

ARR
I E E R - C E R I

N N T
(CI)

Death 17% 28% 39%
(12 to 58)

11% 10
(5 to 34)

* Abbreviations defined in Glossary; RRR, ARR, NNT, and CI calculated from data in article.

group (stages T3 and T4). Therefore, the
study primarily shows that hormonal therapy
benefits those patients with disease that has
extended beyond the capsule but has not yet
involved lymph nodes and who are offered
radiation therapy.

The second issue related to applicability
is die substantial number of side effects,
such as impotence, hot flashes, and nau-
sea, that occurred in the combined-treat-
ment group. For example, impotence
occurred in 40% of the patients in that
group compared with only 12% in the ra-
diotherapy-alone group. These 2 issues
need to be considered when offering com-
bined hormonal and radiation therapy to
a patient.

In addition, several important questions
remain. Who should we screen for pros-
tate cancer? Is radiotherapy superior to
prostatectomy for tumours of similar stage

and grade (1)? Is any therapy beneficial in
the very early stages of prostate cancer (Tl
and T2) (2)? In the meantime, those pa-
tients with early-stage prostate cancer who
have agreed to radiotherapy should be of-
fered combined radiotherapy and hor-
monal therapy.

Thomas McGinn, MD, MPH
Montefiore Medical Center

Bronx, New York, USA
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