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prostate or moderate to high risk disease. Neoadjuvant hormonal therapy
(NHT), while well studied in patients receiving external beam radiotherapy,
has not been adequately assessed in the implant patient.

Methods: 151 men with T1-T2 prostate cancer were treated with 6
months of LHRH agonist plus an anti-androgen {3 months prior to and 3
months after implant) in conjunction with either I-125 (160 Gy) or Pd-103
(124 Gy) seeds. There were 76 (50.3%) with PSA < 10 ng/ml, 58(38.4%)
with PSA >10-20 and 17(11.3%) with PSA > 20 ng/ml. Clinical stage was
T2a or less in 76 and 100 (66.2%) had a Gleason score < 6. 35/151
(23.2%) were treated with NHT because of prostate size > 50 cc while the
rest received NHT because of presenting PSA > 10 ng/ml, stage > T2a or
Gleason > 6. Median foliow up was 4 years (range 2-9.5 years). PSA failure
was calculated with actuarial methods using 3 consecutive rises (ASTRO
definition) or a PSA > 1.0 ng/ml.

Resuits: Of the 151 patients, 17 (11.3%) experienced a PSA failure. The
six-year likelihood of being free from PSA failure was 88%. The 6-year PSA
freedom from failure rate for patients with a PSA < 10 was 95%, PSA >10
to 20 was 86% and PSA > 20 was 69% (p=0.01). A similar benefit was
seen for those with PSA < 15 vs > 15 (91% vs 78%, p=0.04). Gleason
score did not influence outcome, with 89% free of failure vs 86% (p=0.5) for
6 or less vs score 7 or greater. There was a trend to improved outcomes
for lower stage patients; with stage T2a or less 92% free of failure vs 84%
(p=0.07) in higher stage patients.

Concluslon: Low risk prostate cancer patients (PSA < 10 ng/ml) who
present with large prostates and require NHT to downsize the gland
have an excellent (95%) freedom from PSA outcome following. perma-
nent brachytherapy. intermediate risk patients presenting with a PSA < 15
can also be successfully managed with 6 months of hormones plus seed
implantation. This 6-month NHT/brachytherapy regimen, which has been
found to preserve potency in 70% of men (Stock et al. J. Urol. 165:436,
2001), should be considered an effective treatmgnt option for these two
groups. High risk patients (PSA > 15) might further benefit with the addition
of external beam iradiation or longer hormonal therapy treatment.
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Diethylstilbestrol (DES) in hormone resistant prostate
cancer (HRPC): PSA response, palliative benefit and survival

M. Shahidi, A.R. Nomman, J. Gadd, J. Simpson, R.A. Huddart, A. Horwich,
D.P. Deamaley. The Institute of Cancer Research and The Royal Marsden
NHS Trust, Sutton, UK

The use of DES as first line treatment of advanced prostate cancer has
declined due to thromboembolic side effects. The precise mechanism of its
activity in HRPC remains controversial, but suggestion of a direct cytotoxic
effect led us to explore its use in HRPC. We report our experience with
DES in patients failing androgen suppression. We have treated a total of
243 patients (median age: 72; range: 45-93) with advanced PC after failing
androgen suppression {LHRHa or orchidectomy) with DES between August
1992 and August 2000. 189 patients had metastatic and 54 patients locally
advanced disease. Median time since initial hormonal treatment was 30
months (2.3-161). Median number of previous hormonal manoeuvres was
2 (1-6), antiandrogens if used were withdrawn >1 month before DES with
subsequent biochemical or clinical progression. Median pre-DES PSA was
258 ng/ml. DES (1mg: '127 patients; 3mg: 115 patients) plus low dose
aspirin (75 mg) was given following breast bud radiotherapy (8 Gy). Median
treatment duration was 3.4 months. Some fall in PSA was seen in 77.5%
of men. PSA response of >50% compared to baseline confined on 2
measurements at least 3 weeks apart, was seen in 29.1% of patients (1 mg:
26.1%; 3 mg: 32.4%). 17% had a partial response and 38% stable disease
according to NPCP criteria. Of patients with bone pain, 33% had a more than
1 point and 14% a more than 2 point decline in EORTC pain score. Median
time to biochemical progression was 4.6 months. Median survival was 9.6
months [1 year: 38.9% (3.2-45.6); 2 year: 15.5% (10.2-21.8)]. .Survival
was significantly better in patients with >50% reduction in PSA (p<0.0001).
Thromboembolic complications were seen in 11% of all patients. DES at 1 or
3 mg daily can give useful palliative respanses equivalent to chemotherapy
after failure of standard hormonal therapy in HRPC. The degree of PSA fall
correlates with survival.
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Comparison of real time intra-operative dosimetry to
post-Implant ct control: a multicenter study of prostate
brachytherapy quality outcomes:

D. Peiffert!, T. Flam?, L. Chauveinc?, J. De La Rosette?®, P. Laguna®,
R. Van Der Maazen?, A. Hendrikx*, H. Van De Berg*, P. Pommier®.

! Centre Alexis Vautrin, Radiation Oncology, Vandoeuvre-Les-Nancy,
France; 2 Institut Curie, Urology and Radiation oncology, Paris, France;
3 University Medical Center, Radiation oncology, Nijimegen, The
Nederlands; * Catharina Hospital, Radiation oncology, Eindhoven, The
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Purpose: Permanent seed implantation has become a popular treatment
option for localized prostate cancer. The goal of the implant should be
to deliver 140 Gy or greater to 90% of the prostate gland (D80) in all
cases. Two implant methods available are the pre-plan technique and the
ProSeed method, which utilizes intra-operative dose adjustment to optimize
dose calculations. This study evaluated the initial experience of the first 5
European centers to perform the ProSeed method.

Methods: Data from 132 patients with stage T1-T2 prastate cancer who
were treated by iodine-125 implantation from July 1,2000 to August 20,
2001 was analyzed. Peripheral needies and seeds were placed according
to rules previously developed for this technique. After needle placement, US
images were acquired into a modified treatment planning system (VariSeed
6.7) and actual needle and seed positions were registered. Interior needles
and seeds were placed according to dose optimization rules as determined
bythe planning computer. Quality control was taken one month iater from
CT images. Doses to 95% and 90% of the prostate (D95 and D90), 30%
of the urethra (U30) and the volume (cc) of rectum covered by 160 Gy
(VR 160) for the real time intra-operative dosimetry (RTP) were compared
(t-test) to the CT dosimetry (PID) results.

Results: Median patient age was 66 years (range 51-76), median PSA
was 9 ng/ml (range 3.9-35) and median Gleason score was 5 (range
2-7). Mean: prostate volume prior to needle placement was 40.7 cc (range
10-72), after needle placement at time of image capture was 42.9 cc (range
22-72, p=0.264) and for CT dosimetry was 52.3 cc (range 33-73, p=0.09):
Dosimetry results were as follows for RTP vs PID respectively: the mean
D95 were 176 vs 162 (min 150 vs 125, max 203 vs 202, p=0.0007), the
mean DO0 were 187 vs 184 (min 165 vs 140, max 231 vs:240, p= 0.28), the
mean U30 wera 199 vs 257 (min 165 vs 180, max 265 vs 318, p= 0.00003),
and the mean VR160 were 0.617 vs 1.05 (min 0 vs 0.01, max 3.82 vs 2.91,
p=0.78) respectively.

Conclusions: Thess data represent the initial European experience with
the ProSeed implant method. All patients received the minimum required
D30 dose (>140 Gy):and safe urethral and rectal doses. The data demon-
strates that intra-operative dosimetric adjustment ¢an assure quality control
during:the procedure.
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Bone alkaline phosphatase & extent of skeletal disease
burden in a clinical trial of atrasentan are predictive of
clinical disease progression in hormone refractory prostate
cancer

C. Schulman’, R. Padiey?, M. Weinberg?, J. Schmitt2, ! University
Hospital Erasme, Urology, Brussels, Belgium; 2 Abbott Laboratories,
Oncology Group, Chicago, USA

Purpose: Bone alkaline phosphatase (BAP) is a marker of tumor induced
bone remodeling in metastatic prostate cancer. We hypothesized that base-
line BAP correlates with skeletal burden of disease on bone scan in hormone
refractory prostate cancer (HRPCa) and can provide prognostic information
about clinical disease progression.

Methods: 288 HRPCa patients were randomized in a double blind study
of atrasentan, an oral, selective ETA receptor antagonist. Patients were
foliowed until time of clinical progression (TTP) defined as a disease-related
event requiring intervention, disease-related pain requiring opiate therapy,
or new lesions on imaging studies. Baseline evaluation included BAP
(stratified by EORTC criteria) and the quantitative Bone Scan Index (BSI)
(stratified by criteria of Sabbatini et al.).

Résults: 219 patients had both baseline BAP and BS| values (median
BAP 364 IUL, <ULN; median BSI 1 A43%). BAP.and BSI values were
highly correlated (r=0.80, p<0.001). Patients with low BAP (< 1.25 X ULN)
had a small tumor burden, median BSI 0.51%, while patients with high
BAP (~5 X ULN) had a large tumor burden, median BS| 10.5%. Both BAP
and BSI correlated with TTP {see table). Median TTP was delayed by 9.6
weeks (p=0.021):in patients treated with 10 mg atrasentan. Furthermore,



