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Ongoing Study Suggests Tacrolimus Is Safe for Kids

BY MIRIAM E. TUCKER

Senior Writer

WASHINGTON — Preliminary data
from an ongoing observational study sug-
gest no safety concerns associated with the
use of tacrolimus ointment for the treat-
ment of atopic dermatitis in children, Dr.
M. Joyce Rico reported in a poster pre-
sentation at the annual meeting of the
American Academy of Dermatology.

“The data to date confirm the estab-
lished safety profile of tacrolimus oint-
ment,” said Dr. Rico, vice president of re-
search and development at Astellas
Pharma US, Inc.

In March 2005, concerns about possible
malignancy prompted the Food and Drug
Administration to add a boxed warning to
the product labels of tacrolimus (Pro-
topic) and to
pimecrolimus
(Elidel), advis-
ing physicians
that the two
topical nons-
teroidal  im-
mune suppres-
sants should be
used only as di-
rected and only
as second-line

Forty-four percent
of patients were
using the 0.03%
concentration,
the one approved
for children; 56%
were using the
0.1% formulation,

therapy after
approved for other  treat-
adults only. ments  have
failed.

Two months later, Astellas began en-
rolling patients in a phase IV prospective
study to evaluate the long-term safety of
tacrolimus ointment in patients who first
began using it for the treatment of atopic
dermatitis prior to age 16 years, for a min-
imum of 6 weeks (either continuously or
intermittently). Patients are being fol-
lowed for 10 years with annual physical ex-
aminations and dermatologic examina-
tions every 2 years, along with phone calls
twice a year to collect additional safety in-
formation.

The planned study enrollment is 8,000
patients. Although tacrolimus ointment is
indicated for the treatment of moderate to
severe atopic dermatitis in nonimmuno-
compromised children aged 2 years and
older, data are being collected on “actual
use” conditions, including off-label use in
children under 2 years of age.

To date, 1,779 patients from the United
States, Germany, Ireland, and the United
Kingdom have been enrolled. They are
52% female and 48% male, with a median
age of 4 years at the time of first tacrolimus
exposure and 6 years at study enrollment.
Of note, 24% were first exposed to
tacrolimus before 2 years of age, contrary
to the package labeling, Dr. Rico remarked.

At the time of study enrollment, severi-
ty of atopic dermatitis was moderate in
41%, severe in 12%, not currently active in
6%, and mild in 41%. Not all of the latter
two groups constituted off-label use, since
some of those with mild or inactive disease
may have had moderate to severe disease
at the time they began using the ointment.

The median cumulative duration of
tacrolimus ointment use was 1.9 patient-
years, with a median 9.0 months of actu-

al usage. Less than half of the patients
(44%) were using the 0.03% concentra-
tion, the only one approved for use in chil-
dren aged 2-15 years; the other 56% were
using the 0.1% formulation, which is ap-
proved for adults only. At baseline, 70% of
the study population was currently using
the ointment.

Data were also collected on the pa-
tients” use of pimecrolimus cream, for
which the median cumulative duration of
use was 2.2 patient-years, with a median

4 actual months of usage. At baseline, 19%
of the patients were currently applying
pimecrolimus, Dr. Rico reported.

Before enrollment, three patients re-
ported a history of malignancy, including
one neuroblastoma and two leukemias.
However, no malignancies have been re-
ported since study enrollment. Among
the serious adverse events reported so far
were pneumonia and asthma-associated
bronchitis in one patient, cellulitis in an-
other, viral gastroenteritis in a third, and

anaphylaxis in a fourth. All events were
deemed by the investigators to be “not re-
lated” or “unlikely” to be related to the
tacrolimus ointment.

Dr. Rico appealed to the dermatologic
community to assist in enrolling patients
into this study. “To be able to address this
important issue, we need to enroll 8,000
patients. ... We’re trying to make this very
user friendly for both patients and physi-
cians.” For more information, the number
to call is 877-277-7530. =
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Selected safety information: The most common adverse events occurring during
all controlled clinical trials for patients taking LYRICA vs those taking a placebo were
dizziness, somnolence, dry mouth, edema, blurred vision, weight gain, and thinking
abnormal (primarily difficulty with concentration/attention).

Patients taking LYRICA should be counseled that dizziness and somnolence may impair
their ability to perform potentially hazardous tasks such as driving or operating complex
machinery until they have sufficient experience with LYRICA to determine its effect on
cognitive and motor function.

In all controlled studies, a higher proportion of patients treated with LYRICA reported
blurred vision (6%) than did patients treated with placebo (2%), which resolved in
a majority of cases with continued dosing. More frequent assessment should be
considered for patients who are already routinely monitored for ocular conditions.

As with all antiepileptic drugs (AEDs), if LYRICA is discontinued it should be withdrawn
gradually over a minimum of 1 week to lessen the potential of increased seizure
frequency in patients with seizure disorders.

References: 1. Schmader KE. Epidemiology and impact on quality of life of postherpetic neuralgia and painful diabetic neuropathy.
Clin J Pain. 2002;18:350-354. 2. Data on file. Pfizer Inc, New York, NY.
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