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Addition of docetaxel to initial hormone therapy substantially improves survival in men
with metastatic, hormone-sensitive prostate cancer
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Findings from a phase IlI study, E3805, indicate that adding the chemotherapy drug docetaxel to
standard hormone therapy extends survival for men with newly diagnosed hormone-sensitive prostate
cancer by roughly 10 months. The survival benefit is even greater for the subset of men with high-extent
disease.

"Hormone therapy has been a standard treatment for prostate cancer since the 1950s," said lead study
author Christopher Sweeney, MBBS, medical oncologist at the Lank Center of Genitourinary Oncology at
the Dana-Farber Cancer Institute in Boston, MA. “This is the first study to identify a strategy that prolongs
survival in newly diagnosed metastatic prostate cancer. The benefit is substantial and warrants this being
a new standard treatment for men who have high-extent disease and are fit for chemotherapy."

Androgen hormones fuel prostate cancer growth. Hormonal therapy — also called androgen deprivation
therapy (ADT) — alone is the standard first-line treatment for hormone-sensitive prostate cancer. Although
ADT is effective, the disease eventually becomes resistant to the therapy in most patients.
Chemotherapy is typically initiated only after the disease progresses despite ADT.

In this National Cancer Institute-led study, 790 men with newly diagnosed metastatic prostate cancer
were randomly assigned to receive either ADT alone or ADT with docetaxel over a period of 18 weeks.
Approximately two-thirds of patients had high-extent disease, meaning that the cancer had spread to
major organs and/or the patient had bone metastases. When the disease worsened, 45 patients in the
ADT plus docetaxel group received additional docetaxel. In the ADT only group, 123 patients received
docetaxel at disease progression.

At a median follow-up of 29 months, there were 136 deaths in the ADT-alone group vs. 101 in the ADT
plus docetaxel group. The median overall survival was 44 months in the ADT group and 57.6 months in
the ADT plus docetaxel group. The relative improvement in median overall survival was even larger
among the 520 patients with high-extent disease (32.2 months vs. 49.2 months). The median overall
survival for the subset with low-extent disease takes longer to reach as these patients respond better to
ADT, and the median survival has not yet been reached.

Docetaxel also delayed disease progression, assessed by either PSA rise or appearance of new
metastases or symptom worsening. At one year, the proportion of patients with PSA levels less than 0.2
ng/mL was 11.7 percent in the ADT group vs. 22.7 percent in the ADT plus docetaxel group. The median
time to clinical progression was 19.8 months in the ADT group vs. 32.7 months in the ADT plus docetaxel
group.

This new treatment paradigm will entail earlier, multidisciplinary care involving the collaboration of both
urologists and oncologists, who both commonly treat men with prostate cancer, Dr. Sweeney said.
Follow-up of patients will continue to assess survival benefits for patients with low-extent disease.
Quality-of-life data from this study will be analyzed and reported at a later time.

"These results demonstrate how we can use 'old tools' in new, more powerful ways to improve and
extend patients' lives," said ASCO president Clifford A. Hudis, MD, FACP. "This study is also a powerful
testimony to the importance of National Cancer Institute-led research, as both of these drugs are
available in generic form today and this research might have otherwise not been pursued.”

This research was supported by the National Cancer Institute, National Institutes of Health.
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