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Accutane Program Remains a Work in Progress
B Y  C H R I S T I N E  K I L G O R E

Contributing Writer

Dermatologists and their patients
taking isotretinoin are entering
the second year of the iPLEDGE

mandatory risk management program
aimed at preventing isotretinoin-related
teratogenicity, and the specialty’s leaders
on the issue are anticipating further im-
provement in a system they say remains
poorly designed.

“It’s safe to say that within the first half
of 2007, probably in later spring, there
should be additional program improve-
ment. ... More improvement is coming,”
said Dr. Diane Thiboutot, former chair of
the American Academy of Dermatology
task force on isotretinoin.

What is not clear, however—and won’t
be for at least another year—is the impact
the program is having on the prevention
of pregnancies in women taking the ter-
atogenic drug.

Both Dr. Thiboutot, who will continue
serving on the task force, and Dr. Susan
Walker, who became the director of the
Food and Drug Administration’s Division
of Dermatology and Dental Products last
June, said for the first time in February
that there is “preliminary” evidence that
the program is reducing the number of
women who are pregnant at the time they
start isotretinoin therapy. 

But they offered no details, and Dr. Thi-
boutot explained that the manufacturers

now plan to use data from the first full year
of iPLEDGE “as baseline data” for com-
parison with pregnancy data collected dur-
ing the entire second year. Before iPLEDGE
was implemented, the pregnancy rate in
women taking isotretinoin (Accutane) was
about 4 per 1,000 women, she said. 

“In the interim, some sort of method-
ology [for evaluating success of the pro-
gram] will be determined,” said Dr. Thi-
boutot, professor of dermatology at
Pennsyvania State University, Hershey. 

The most significant change to come
this year, in the meantime, will likely be an
elimination of the 23-day lockout period
for women of childbearing potential. With
such a rule change, women who do not
have their prescriptions filled within 7
days could undergo another pregnancy
test and office visit and then get a refill
without having to wait 23 days.

The FDA eliminated this lockout period
last October for males and females of non-
childbearing potential, while promising

that a change in this rule for females of
childbearing potential would be “rolled
out” in 2007 (INTERNAL MEDICINE NEWS,
Dec. 1, 2006, p. 11).

A spokesperson for Covance, the Prince-
ton, N.J.–based company that manages
iPLEDGE, confirmed that the firm is
“working on eliminating [the lockout].”

Dr. Thiboutot said she and other AAD
leaders have been pushing for other
changes as well—for instance, the incor-
poration of specific dates rather than time
windows in the iPLEDGE online pro-
gram—based on input from dermatologists
who have communicated with the acade-
my as well as a survey of 400 dermatolo-
gists taken this summer. The poll showed
that 95% were prescribing isotretinoin and
that 90% of them were having difficulty
with the iPLEDGE program.

Dr. Stephen Stone, who recently as-
sumed the chairmanship of the acade-
my’s task force on isotretinoin, said the
academy has a “seat at the table” that it did
not have as iPLEDGE was being designed
and implemented. 

“The FDA is definitely listening to us,”
said Dr. Stone, immediate past president
of the AAD and professor of clinical med-
icine at Southern Illinois University,
Springfield. “My understanding is that
iPLEDGE will be improved, at least in its
ease of application.”

Even with the elimination of the 23-day
lockout period for men and women of
nonchildbearing potential, “participation
of these patients in the system is still over-
ly complicated,” he said. “There still
[needs to be] some liberalization of rules.”

Dermatologists still are debating the
program’s effects on prescribing. Dr. Noah

The iPLEDGE
program ‘is
definitely running
light-years better’
than it did at the
start.
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Efficacy: MIRAPEX demonstrated statistically significant superiority for IRLS
and CGI-I vs placebo1*

Safety: MIRAPEX was studied in nearly 1000 RLS patients for up to 9 months
—and has a decade of experience in treating Parkinson’s disease1

Convenience: MIRAPEX offers convenient dosing and titration

Copyright © 2007, Boehringer Ingelheim Pharmaceuticals, Inc. All rights reserved.
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*Results of a 12-week, placebo-controlled, randomized, double-blind, fixed-dose–treatment trial to assess the efficacy and safety of MIRAPEX vs placebo
in the treatment of moderate to severe primary RLS (MIRAPEX n=254; placebo n=85). Measurement parameters included the International Restless Legs
Syndrome Rating Scale (IRLS) and the Clinical Global Impressions-Improvement (CGI-I) scale. IRLS is an internationally validated scale that is the standard
instrument for evaluation of severity of RLS. Total score ranges from 0 to 40, with 0 being absence of RLS symptoms and 40 the most severe symptoms.
CGI-I is widely accepted for measuring improvement in RLS symptoms.

Reference: 1. Data on file, Boehringer Ingelheim Pharmaceuticals, Inc.

IMPORTANT SAFETY INFORMATION ABOUT MIRAPEX: Patients have reported falling asleep without
perceived warning signs during activities of daily living, including operation of a motor vehicle.
Hallucinations and postural (orthostatic) hypotension may occur. The most commonly reported adverse
events in RLS clinical trials for MIRAPEX vs placebo were nausea (16% vs 5%), headache (16% vs 15%),
fatigue (9% vs 7%), and somnolence (6% vs 3%).

Patients and caregivers should be informed that impulse control disorders/compulsive behaviors may
occur while taking medicines, including pramipexole, to treat Parkinson’s disease and RLS.
Please see accompanying Brief Summary of Prescribing Information.

www.mirapex.com

Restless Legs Syndrome (RLS)... simplified.
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Scheinfeld, of the dermatology depart-
ment of Columbia University, New York,
estimated last spring that prescribing in his
region had dropped by at least 50%. That
estimate still holds true, he said.

Dr. Elaine Siegfried, a dermatologist at
St. Louis University who chairs the AAD’s
Environment and Drugs Committee, said,
on the other hand, that the number of
isotretinoin prescriptions dropped after
implementation of iPLEDGE but now
appears to be back up to approximately
where it was under the voluntary SMART
(System to Manage Accutane-Related Ter-
atogenicity) program. 

(The total number of prescriptions dis-
pensed in the United States in the year af-
ter SMART was implemented had de-
clined 23% from the previous year.)

According to Covance’s data, while the
number of prescribers and pharmacies
activated has remained about the same in
the last 6 months, the number of patients
activated in the program has risen signif-
icantly, from 140,000 patients last June to
more than 244,000 in December.

Calls to the AAD office, meanwhile, have
continued to decline—a trend that AAD
leaders say likely reflects changes made by
Covance in the spring (the company added
staff to its call center and made changes to
its Web site, for instance, resolving some of
the program’s operational difficulties), as
well as time needed to learn the system and
delegate responsibility.

The average wait time for getting help
from the iPLEDGE call center in Decem-
ber was 2 minutes, according to Covance
spokesperson Laurene Isip.

“The program is definitely running
light-years better” than it did at the start,
said Dr. James Del Rosso, of the depart-
ment of dermatology at University of
Nevada, Reno, and immediate past chair-
man of the AAD’s Environment and
Drugs Committee.

Dr. Sharon Gardepe, who has a solo
practice in general dermatology in
Huntsville, Ala., called her legislators and
the AAD soon after implementation
about her concerns and experience with
iPLEDGE. She also created a handout
listing local legislators to give to her pa-
tients who complained about the pro-
gram. “Giving them the list underlined the
fact that it wasn’t me,” she said. 

One year into the program, Dr. Gardepe
said her hour-long phone calls to Covance
are a thing of the past, but the require-
ment that prescriptions be picked up with-
in 7 days and the rule that lab tests be con-
ducted no sooner than 1 day before the
office visit still result in “a lot of time spent
troubleshooting.

“Some people are optimistic that we
might be better able to work with [FDA
and Covance], but I’m still skeptical” about
the extent of future change, she said.

Dr. Siegfried said such skepticism is un-
derstandable. “I really am optimistic. I do
think that Dr. Walker [at the FDA] wants
to build bridges,” she said. “But in the end
it’s not her call—it’s Congress.”

Dr. Siegfried and other AAD leaders
urge physicians to remain vigilant and ac-
tive. Isotretinoin, they caution, will likely
be in the limelight this year, since Rep.
Bart Stupak (D-Mich.) has announced that
he wants to hold a congressional hearing

on the FDA’s management of the drug.
Dr. Siegfried said that she believes the

decision to collect a full year of baseline
data and then another year of comparison
data before reporting pregnancy rates—
rather than releasing iPLEDGE data quar-
terly, as was first anticipated—reflects the
realization that “if the data were made
public [along the way], and there’s been
one pregnancy, it will haunt us and we
won’t have the drug [at all].”

Dr. Stone said he too is concerned, say-
ing that iPLEDGE “will minimize the
number of pregnancies by forcing people
to go through the hoops, but I don’t think
we’ll ever eliminate pregnancies.” ■

Dr. Elaine
Siegfried, a
dermatologist at
St. Louis
University who
chairs the AAD's
Environment and
Drugs Committee,
said isotretinoin
prescriptions
dropped after
implementation of
iPLEDGE but now
are back up.©
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