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Background

Although testing for prostate-specific antigen (PSA) has
enabled earlier diagnosis of prostate cancer, it is unclear
whether the overall incidence and mortality rates have
declined as a result; the most recent data indicate an
incidence of approximately 230,000 cases per year with
30,000 deaths per year.!

‘The current treatment for individuals presenting with
hormone-naive metastatic prostate cancer is hormone
ablation either alone or in combination with antiandro-
gen therapy, with survival times varying depending on
the extent of disease at treatment initiation. PSA testing
has resulted in identifying earlier disease that has relapsed
after surgery or radiation therapy (e, prior to disease
being seen by imaging modalities). However, it is unclear
whether the use of androgen deprivation prior to iden-
tification of overt metastatic disease is advantageous. If
androgen deprivation is instituted for PSA-only relapse,
the earlier diagnosis results in a longer exposure to the
toxic effects of androgen ablation, which include osteopo-
rosis. Moreover, the median time from PSA relapse after
definitive local therapy to development of overt metastatic
disease is approximately 8 years among patients who are
observed (ie, if androgen deprivation is delayed).? Once
hormonal therapy is instituted at the time of development
of metastatic discase, the median time to progression is
2-3 years.

Patients with overt metastases are currently treated
with androgen ablation therapy alone and followed
until disease progression; most patients continue to
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receive androgen deprivation indefinitely. Of those
with metastatic disease, patients with a high metastatic
burden (“extensive disease”) have a poorer prognosis,
with a median time to PSA progression of approximately
10 months and a median time to clinical progression (eg,
worsening of bone metastases) of about 14 months.*® The
median overall survival among patients with extensive
disease is about 24 months, compared to 5 years among
padients with minimal discase. Clearly, improved thera-
peutic options are needed.

Currently, chemotherapy is employed only after
hormonal therapy is no longer effective. At this stage,
chemotherapy is palliative, and prolongs survival of
patients with hormone-refractory disease slightly. Many
agents have been evaluated for the trearment of hormone-
refractory prostate cancer (HRPC) and only recently has
a clear survival advantage been realized with the use of
docetaxel (Taxotere, Sanofi-Aventis). Two large phase 111
trials—Southwest Oncology Group 9916 and TAX327—
found that patients with HRPC treated with a docetaxel-
based chemotherapy regimen experienced a statistically
significantly improved serologic response and overall
survival compared to patients treated with mitoxantrone
plus prednisone.®’

Eastern Cooperative Oncology Group (ECOGQG)
wrial 3805 will determine whether starting chemotherapy
simultaneously with hormonal therapy can delay the time
to progression without detriment to quality of life in
men with extensive disease (defined as four or more bony
metastases with at least one involving the appendicular
skeleton and/or visceral metastases). All patients will be
treated with androgen ablation but daily prednisone will
not be administered with docetaxel in order to minimize
the toxicity associated with chronic low-dose steroid
exposure. It is intended that this approach will not only
make the treatment regimen more tolerable, but will also
remove prednisone as a confounding variable.

The rationale for this approach is that starting che-
motherapy simultaneously with hormonal therapy may
be more effective for treating small-volume disease not
eradicated by androgen deprivation than it generally is for
treating later-stage disease (ie, HRPC), and, additionally,
it may prolong the time to progression and thus disease
control. However, it may be that early chemotherapy
is made less effective by androgen deprivation, which
removes cells outside the cell cycle. This issue can only be
addressed through a randomized phase III study.
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A previously conducted clinical trial evaluating
androgen deprivation versus androgen deprivation plus
docetaxel-based chemotherapy found a longer time to PSA
progression among patients receiving chemohormonal
therapy compared with hormonal therapy alone (19 vs 10
months, respectively) among patients with high-volume
disease (n=64). At the time of data analysis, there was no
improvement in time to PSA progression among patients
with low-volume disease (n=50) and no improvement in
overall survival in either patient group (personal commu-
nication, Randall Millikan).
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Objectives

Primary

To evaluate the ability of early chemotherapy to improve
overall survival in men commencing androgen depriva-
tion therapy for metastatic prostate cancer

Secondary

* To determine whether early chemotherapy can increase
any of the following compared to hormonal therapy
alone: time to clinical progression; time to develop-
ment of hormone-refractory disease; time to serologic
progression
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¢ To determine rates of biochemical response at 6 and
12 months in the chemohormonal therapy versus hot-
monal monotherapy arms

* To determine the frequency of adverse events and the
tolerability of chemotherapy combined with hormonal
therapy versus hormonal therapy alone

* To determine whether the postulated clinically
meaningful increase in disease control is associated with
an alteration in overall quality of life

* To determine if PSA changes can serve as a surrogate for
clinical benefit from therapy and overall survival

Basic Eligibility Criteria

» Histologically or cytologically confirmed prostate can-
cer with extensive metastatic disease with plans to start
androgen deprivation therapy

* Absolute neutrophil count 21,500/mm?% platelet
count 2100,000/mm? total bilirubin < upper limit
of normal (ULN); alanine aminotransferase < 2.0 x
ULN; creatinine clearance 230 ml/min; prothrombin
time, international normalized ratio <1.5 x ULN
(except if on therapeutic anticoagulation); partial
thromboplastin time <1.5 x ULN (except if on thera-
peutic anticoagulation)

* More than 4 weeks since major surgery and recovered
from all toxicity prior to beginning protocol therapy

* No adjuvant or neoadjuvant hormonal therapy within
12 months prior to starting protocol therapy; no more
than 24 months of hormonal therapy total; no evidence
of disease at least 12 months after completing adjuvant
or neoadjuvant hormonal therapy

* No prior adjuvant or neoadjuvant chemotherapy
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Schema

Stratification:

s Age (>70 yrvs <70 yr)

* ECOGPS(0-1vs 2)

¢ CAB > 30 d {yes vs no)

* Prior adjuvant hormonal therapy (>12 mo vs <12 mo) %
¢ Bisphosphonates (yes vs no)

e e

Randomization

Arm A: Arm B:

Androgen deprivation + Androgen deprivation alone
docetaxel 75 mg/m? g21d x 6

| - - ey
\J Y

Evaluate g3wk while receiving Evaluate gl 2wk
docetaxel and at wk 24, then
ql2wk
L S — ,,,,]_.,,,,,,,,A,i,... — —— e —— - ‘

* Follow for time to progression * Follow for time to progression
and overall survival and overall survival

* Chemotherapy at * Chemotherapy at
investigator's discretion at Investigator's discretion at
progression progression

» ECOG performance status (PS) 0-2
Targeted Accrual

568 patients.

Contact Information

Chairperson: Christopher J. Sweeney, MBBS
317-274-3515

chsweene@iupui.edu

Patient enrollment: Cancer Trial Support Unit Data Operations Center,
888-691-8039.
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