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Coverage Position

CIGNA HealthCare covers Abarelix (Plenaxis®) when the following medical necessity criteria are
met:

e treatment of men with advanced symptomatic prostate cancer AND

e luteinizing hormone-releasing hormone (LHRH) agonist therapy is not appropriate OR

e patients who refuse surgical castration and have one or more of the following:
» risk of neurological compromise due to metastases OR
e ureteral or bladder outlet obstruction due to local encroachment or metastatic disease OR
* severe bone pain from skeletal metastases persisting on narcotic analgesia

General Background
The following information is abstracted from a larger drug review monograph.

Gonadotropin-releasing hormone (GnRH) antagonists are a new class of hormonal agents for the
treatment of prostate cancer. Unlike gonadotropin-releasing hormone agonists, GnRH antagonists do not
cause an androgen surge when therapy is initiated. Abarelix is the first GhnRH antagonist to be FDA
approved for advanced prostate cancer.

Abarelix is a synthetic peptide with high antagonist activity against natural GnRH. Abarelix binds directly
to the GnRH receptors in the pituitary gland, immediately and competitively blocking the receptors without
causing gonadotropin release.



Abarelix is an effective alternative to surgical castration and is at least as effective as leuprolide. In one
trial, objective response occurred in up to 88% of patients, while 97% avoided orchiectomy and 90%
noted symptomatic improvement. Compared with leuprolide, medical castration occurs more quickly with
abarelix and testosterone surges are less likely. Up to 72% of patients achieve medical castration within 8
days of starting abarelix, compared to 0% for leuprolide (alone or combined with bicalutamide). With
abarelix, 84-92% of patients remain medically castrate at 85 days although efficacy appears to decrease
with continued therapy. The rate of medical castration decreases to 75-87% at 189 days and to 62-71%
at 365 days.

The most serious adverse effect of abarelix is an immediate-onset allergic reaction; the product labeling
includes a boxed warning for this event. Other common side effects are the direct result of androgen
deprivation, including hot flushes, sleep disturbance, breast enlargement, and breast pain or nipple
tenderness. Common side effects that are unrelated to androgen deprivation include pain, back pain,
constipation, and peripheral edema.

No drug interaction studies have been performed with abarelix. No interactions are expected with
cytochrome P-450 substrates, inhibitors, or inducers. Because abarelix is highly protein bound, protein-
binding interactions may be possible.

The recommended dose is abarelix 100 mg injected intramuscularly into the buttock on days 1, 15, and
29 then every 4 weeks thereafter. Abarelix is subject to marketing restrictions because of the risk of
allergic reactions. Physicians must enroll in the Plenaxis® Plus Program in order to prescribe abarelix.

Summary

Abarelix (Plenaxis®) is the first GnRH antagonist to gain FDA approval for the palliative treatment of
advanced symptomatic prostate cancer in men for whom GnRH agonists are not appropriate and who
refuse surgical castration. Abarelix differs from GnRH agonists because it does not cause an initial surge
in serum testosterone after initiation of therapy. Phase lll clinical trials show abarelix is at least as
effective as the GnRH agonist leuprolide, but is significantly less likely to cause a testosterone surge than
leuprolide (alone or combined with bicalutamide). However, the clinical trials found a trend towards
decreasing effectiveness with increasing duration of abarelix therapy. Immediate-onset systemic allergic
reactions may occur with abarelix and other GnRH antagonists. The dose of abarelix is 100 mg injected
intramuscularly on days 1, 15, and 29, then every 4 weeks thereafter. Serum testosterone concentrations
should be monitored on day 29 and then every 8 weeks throughout treatment. Abarelix is subject to
marketing restrictions and only physicians who enroll in the Plenaxis" Plus Program may prescribe and
dispense abarelix.

Coding/Billing Information

This section is unavailable for use at this time.
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