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Safety Labeling for ESAs Gets Strengthened

BY DOUG BRUNK

San Diego Bureau

he Food and Drug Administration

I has revised the boxed warning for

erythropoiesis-stimulating agents

in response to concern about the potential

for complications associated with high
doses of such agents.

The development comes on the heels of
six recently completed studies that sug-
gested an increased risk of death, blood
clots, strokes, and heart attacks in patients
with chronic kidney failure who took ery-
thropoiesis-stimulating agents (ESAs) in
higher than recommended doses. In stud-
ies of head and neck cancer patients who
took ESAs, those on higher than recom-
mended doses experienced more rapid tu-
mor growth.

In light of the revised warnings, at press
time the Centers for Medicare and Medic-
aid Services (CMS) had announced that it
would review all Medicare coverage policies
related to the
administration
of ESAs. CMS
also announced
that it opened a
national cover-
age analysis to
evaluate ESA
use in non-renal
disease applica-
tions.

“These [la-
beling changes]
emphasize that
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suggested an
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chronic kidney
failure taking

physicians

ESAs.

should  pre-
scribe the lowest dose of ESA that will
gradually increase the hemoglobin to the
lowest level sufficient to avoid blood trans-
fusion,” Dr. Richard Pazdur, director of
the FDA Office of Oncology Drug Prod-
ucts in the Center for Drug Evaluation and
Research, said during a teleconference an-
nouncing the changes.

The drugs affected by the action in-
clude darbepoetin alfa (Aranesp) and epo-
etin alfa (Epogen and Procrit), all of which
are manufactured by Amgen Inc.

The new information contained in the
boxed warning consists of three key
points, Dr. Pazdur said. They include:

» Administer the lowest dose of an ESA
in order to gradually increase the hemo-
globin concentration to the lowest level
necessary to avoid blood transfusions.

» Know that using ESAs increases the risk
for death and for serious cardiovascular
events when administered to target a he-
moglobin level of greater than 12 g/dL.
» Understand that a higher incidence of
deep vein thrombosis has been docu-
mented in patients receiving epoetin alfa
preoperatively for reduction of allogene-
ic blood transfusion. These patients did
not receive prophylactic anticoagulation.

The revised boxed warning also includes
new information for cancer patients re-
ceiving ESAs to target a hemoglobin lev-
el of greater than 12 g/dL. In these pa-
tients, ESAs shortened the time to
progression in those with advanced head
and neck cancer. They also shortened
overall survival and increased death at-

tributed to disease progression at 4
months in patients with metastatic breast
cancer receiving chemotherapy.

In addition, the boxed warning now notes
that cancer patients not receiving
chemotherapy or radiation therapy demon-
strated increased mortality when given ESAs
to target a hemoglobin level of 12 g/dL;
ESAs are not indicated for this population.

Dr. Pazdur emphasized that he and his
associates have seen only the “top-line”
data from the six ESA studies. More spe-

cific data are “being submitted to the
agency by the investigators and various
sponsors” and will be discussed at the On-
cologic Drugs Advisory Committee meet-
ing on May 10, where the labeling may be
revised further.

ESAs are approved to treat anemia in pa-
tients with chronic kidney failure and in
patients with cancer whose anemia is
caused by chemotherapy.

“For oncology patients, these products
have not been shown to improve or relieve

symptoms of anemia or to improve the
quality of life in patients with cancer,” Dr.
Pazdur noted. “The FDA is currently re-
viewing all quality of life claims in the
product label.”

He advised physicians to discuss the
new safety information “with all patients
receiving this class of agents. Particularly
for patients that are in clinical trials, we ask
physicians to inform patients and have
written informed consent for continued
participation in clinical trials.” [
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Please see adjacent Brief Summary of Prescribing Information.

Rozerem is indicated for the treatment of insomnia characterized by difficulty with sleep onset.
Rozerem can be prescribed for long-term use. Rozerem should not be used in patients with
hypersensitivity to any components of the formulation, severe hepatic impairment, or in combination
with fluvoxamine. Failure of insomnia to remit after a reasonable period of time should be medically
evaluated, as this may be the result of an unrecognized underlying medical disorder. Hypnotics
should be administered with caution to patients exhibiting signs and symptoms of depression.
Rozerem has not been studied in patients with severe sleep apnea, severe COPD, or in children or
adolescents. The effects in these populations are unknown. Avoid taking Rozerem with alcohol.
Rozerem has been associated with decreased testosterone levels and increased prolactin levels.
Health professionals should be mindful of any unexplained symptoms possibly associated with such
changes in these hormone levels. Rozerem should not be taken with or immediately after a high-fat
meal. Rozerem should be taken within 30 minutes before going to bed and activities confined to
preparing for bed. The most common adverse events seen with Rozerem that had at least a 2%
incidence difference from placebo were somnolence, dizziness, and fatigue.




