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H&O What is abiraterone? What is its mechanism
of action?

CR Prostate cancer is a disease that is driven by hor-
mones, most notably testosterone and related hormones.
It is known that standard hormonal therapy for men with
prostate cancer loses its effectiveness over time. There are
2 reasons why standard hormonal therapy loses its effec-
tiveness. The first is that the cancer develops the ability
to produce its own hormones, and the second is that the
final “on switch” for the cancer, which is the androgen
receptor, becomes amplified, causing prostate cancer to
become more efficient at surviving in a low hormone
environment.

Abiraterone (Cougar Biotechnology) is an orally
available drug that reduces androgen levels, even in
patients who have undergone standard androgen depri-
vation therapy. Standard luteinizing hormone releasing
hormone (LHRH)-based therapy reduces androgens by
approximately 90-95%. As prostate cancer progresses
through intracrine androgen production, or other means,
the effect of lowering testosterone beyond the initial
90-95% becomes more clinically relevant. Abiraterone
lowers testosterone by blocking hormone production.
Abiraterone is not expected to replace, but to add to,
standard LHRH-based hormonal therapy.

H&O In what setting is abiraterone being studied?
CR The initial study for which we have data was

conducted in patients who had already received che-
motherapy. In this study, abiraterone demonstrated an

improvement in survival compared to prednisone. How-
ever, most clinicians would agree that abiraterone might
see its greatest degree of efficacy in patients who have not
yet received chemotherapy. Many patients with prostate
cancer, either due to advanced age or comorbidity, do
not get chemotherapy even though it is considered the
standard of care. Abiraterone is a drug that can poten-
tially be given to these patients and may replace or delay
the need for chemotherapy. Currently, all the major
studies of abiraterone have been performed in patients
with metastatic disease.

H&O What are some important studies with
this agent?

CR There are 2 studies of importance. The first is the
COU-AA-301 study. This is a phase III, randomized,
placebo-controlled trial of abiraterone plus prednisone
versus prednisone alone in 1,195 patients with metastatic
advanced prostate cancer who had previously received
chemotherapy. Abiraterone plus prednisone was admin-
istered in 797 patients, and 398 patients received placebo
plus prednisone. The results of this trial were presented at
the 2010 annual European Society for Medical Oncology
meeting. The primary endpoint in this study was overall
survival. The findings showed that abiraterone reduced
the risk of death by approximately 35% and improved
the time to disease progression by approximately 33%.
The median survival in patients who received abiraterone
was 14.8 months compared to 10.9 months in patients
on prednisone alone. A prostate-specific antigen (PSA)
response, which was defined as a 50% or higher decrease
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from baseline, was observed in 38% of patients versus
10% of patients in the prednisone group. The time to PSA
progression was longer in patients receiving abiraterone
versus those receiving placebo (10.2 vs 6.6 months).

The second study that examined abiraterone is
COU-AA-302. Like the 301 study, this study is also a
phase III, randomized, double-blind, placebo-controlled
trial in prostate cancer patients with metastatic disease. It
evaluated abiraterone plus prednisone versus prednisone
alone in chemotherapy-naive patients. This study is fully
accrued and the data are maturing, but they have not yet
been presented.

Opverall survival was the most important endpoint in
study 301. In study 302, progression-free survival (PFS)
will be viewed with equal importance as overall survival,
because in the prechemotherapy setting, PFS may cor-
respond with a delay in the time to chemotherapy or a
delay in the time to switching therapies. In both stud-
ies, the dose was 1,000 mg of abiraterone plus 10 mg of
prednisone. Further studies evaluating dosing of both
abiraterone and prednisone may need to be conducted to
optimize therapy with the drug.

Abiraterone is also being investigated in breast cancer.
Hormone production in the adrenal glands is such that,
even in women, androgens are produced and then con-
verted into estrogens. Thus, the reduction of the available
supply of androgens to breast cancer may correspond to a
decrease in the production of estrogens, and may result in
clinical benefit, but this is exploratory at this point.

H&O What is the side effect profile of abiraterone?

CR There are 2 unique toxicities seen with abiraterone;
one is hypertension and the other is hypokalemia. Both
were seen commonly in the 301 study. However, grade
3/4 hypokalemia and grade 3/4 hypertension were
reported in only 3.8% and 1.3% of the abiraterone-
treated patients, respectively. Hypertension is a very
treatable condition, so this agent will most likely not be
contraindicated in people with hypertension.

H&O Do you think abiraterone will significantly
impact prostate cancer treatment?

CR There are an increasing number of options for pros-
tate cancer; however, they all have different mechanisms.
We have made significant advances in prostate cancer
treatment this year. We have made improvements in
chemotherapy, and we have developed a new immuno-
therapy (sipuleucel-T, Provenge, Dendreon). Abiraterone,
however, is a drug that is an improvement on the exist-
ing, very effective hormonal therapy paradigm. We hope
that abiraterone is going to allow a significant number of
patients to have long-term disease control with this novel
hormone in “hormone-refractory” prostate cancer.

The question that should be investigated now is
whether more studies to optimize the dose and sched-
ule of abiraterone are needed. It will also be important
to evaluate whether this drug can be combined with
existing therapies, such as chemotherapy, and whether
the improvements in clinical outcome can be further
enhanced through earlier initiation of the drug, perhaps
in concert with standard hormone therapy.
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