
From voluntary withdrawals of
Vioxx (rofecoxib, Merck) and
Tysabri (natalizumab, Biogen

Idec) to new FDA warnings for Elidel
(pimecrolimus, Novartis) and Protopic
(tacrolimus, Fujisawa),  drug safety has
taken on a new meaning in recent
months. Of course, drug safety has
always been a central issue in patient
care, but in light of recent events, the
issue has become even more critical. 

Physicians have always weighed risks-
versus-benefits when choosing treat-
ments for their patients. However, this
approach can be difficult in pediatric
patients, because the absence of pediatric
data sometimes means the risks are not
fully known. And while dermatologists
are fairly comfortable using drugs off-
label for adult patients, off-label pre-
scribing for children—particularly with
new agents, such as the biologics—is
more daunting.  

To help you deal with these chal-
lenges, pediatric dermatologist Sharon
Raimer, MD, of the Texas Medical
Branch in Galveston and member of the
FDA’s Dermatologic and Ophthalmic
Drugs Advisory Committee, offers prac-
tical insight on using new drugs with
children, reviews new and old drugs that
require extra caution, and shares tips for
responding to parental concerns about
Elidel and Protopic.

Why We Lack Data
As many as 75 percent of drugs used
with children have never been studied in
children.1 There are many reasons for

the lack of pediatric data. “First of all,
it’s difficult to recruit children into stud-
ies,” explains Dr. Raimer. “Parents may
be hesitant to have their child in a study
unless they have something like a life-
threatening disease or malignancy where
the experimental drug may be a last
hope.” In fact, although a recent study
confirmed that the majority of
Americans agree more pediatric clinical
research is needed, only 25 percent of
the 5,822 adults in the study said they
would actually allow their child to par-
ticipate in a study.2

In addition, pharmaceutical compa-
nies seeking to conduct pediatric studies
often find it difficult to receive approval.
“It’s more difficult to get them through
institutional review boards,” Dr. Raimer
says. “Although everybody says we want
them, when it actually comes down to
it, it’s more difficult to get them
approved.” Children are young and vul-
nerable and young children cannot give
their consent to participate in a trial.
Furthermore, as Dr. Raimer notes, if a
child experiences adverse effects during
the drug trial, such unwanted effects
may last a child’s entire lifetime. Studies
are, “just much more difficult to do in
children than they are in adults, who
can consent, who don’t mind having
their blood drawn, who understand the
risks versus benefits,” Dr. Raimer states. 

Despite these limitations, the num-
ber of pediatric studies has increased
recently. Specifically, Dr. Raimer notes
3M Pharmaceuticals conducted trials of
imiquimod in children with molluscum

contagiosum, and several companies
which make topical corticosteroids  have
also recently done or are presently con-
ducting pediatric studies. “Of course,
Elidel and Protopic did child studies
from the very beginning,” she points
out. More recently, Amgen/Wyeth
released safety and efficacy data for
Enbrel (etanercept) for children with
psoriasis.

The federal government has also
taken steps recently to increase the num-
ber of pediatric studies, including the
Best Pharmaceuticals for Children Act
(BPCA, 2002) and the Pediatric
Research Equity Act (2003). Each year,
under the BPCA, the National Institute
of Child Health and Development pub-
lishes a list of FDA-approved drugs that
require further pediatric studies. The list
for 2005 included several dermatologic
drugs: ivermectin for scabies, hydrocorti-
sone valerate ointment and cream for
dermatitis, and griseofulvin for tinea
capitis.3

Safety Tips for 
Old and New Drugs
Before prescribing an old or new drug
that lacks significant pediatric data, Dr.
Raimer encourages dermatologists to
consider the following.

Dosing Regimens. Converting adult
dosages to pediatric dosages presents a
significant challenge. Unfortunately, no
one formula for adjusting drug dosages
exists. Whether the drug is an injected,
topical, or oral agent and its method of
metabolization will influence overall

Maximize Efficacy and Minimize Risks in
Therapy Selection for Pediatric Patients
The absence of pediatric data creates a treatment dilemma for 
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[ P e d i a t r i c  M a n a g e m e n t ]

By Angela Batluck, Associate Editor

58 Practical Dermatology April 2005 

                      



safety and dosing considerations. In
many cases, physicians simply adjust the
dosage based on the child’s weight, but
Dr. Raimer advises dermatologists to
“look at each drug individually” to deter-
mine if such measures are appropriate.

New Drugs. When a new drug pro-
duces impressive results in adult
patients, it’s natural to start thinking
about how it may benefit younger
patients. However, Dr. Raimer believes
that with most pediatric dermatologic
conditions, it is not necessary to resort
to new drugs simply because they prove
effective in adults. “The diseases we treat
can be debilitating for children but usu-
ally not life-threatening. We have to
really work with the agents we have
available already,” Dr. Raimer says. In
fact, she recommends dermatologists
ask, “Do we have something safe and
effective that we can use that’s not new
until we have more experience?”

Only when a child presents with a
more serious dermatologic disease does
she believe using a new drug is appropri-
ate.  In particular, Dr. Raimer believes
that unless a child has extensive psoriasis
or psoriatic arthritis, dermatologists
should refrain from using the biologic
agents until pediatric data becomes
available. “I was on the FDA advisory
committee which recommended the
approval of alefacept. The committee
actually recommended that it not be
used or studied in children until more
data was available,” says Dr. Raimer. “If
you give some of these biologics to chil-
dren whose immune systems are in the
process of developing, nobody’s certain
what it’s going to do on a permanent
basis. It’s not like taking an antibiotic:
you take it, and once it’s out of your sys-
tem, its’ gone. Biologics may be causing
some permanent effects of which we’re
not aware.”

Topical Agents. Parents play a key
role in ensuring safe use of topical
agents. To avoid the risks associated with
over-application of topical medications,
spend time educating parents on appli-

cation. Dr. Raimer finds it beneficial to
describe the appropriate amount of a
particular agent to apply in proportion
to an adult’s finger tip unit (FTU) and
provides parents with handouts that
specifically delineate how many FTUs
are appropriate for the child’s age and
body site location.4 In addition, she
emphasizes to parents that they should
not be able to see any residual cream or
ointment on their child’s skin. 

Old Drugs. Even certain “older”
drugs—including those frequently used
with children—require extra caution.
Specifically, Dr. Raimer highlights the
need for extra caution when using prilo-
caine in very small children and high
potency steroids in young children, due
to the potential for methemoglobinemia
and adrenal suppression, respectively.

Addressing Parental Concerns
Between the Internet and the nightly
news, parents are more knowledgeable
than ever about drug safety. And due to
the FDA’s recently announced black-box
warning for Elidel and Protopic, many
parents are expressing concern over use
of these agents in their children. “That’s
a real problem, and I think we’re all
going to struggle with that in the next
weeks and months,” says Dr. Raimer. “A
lot of parents are not going to use it
when they see the words that it could
potentially cause cancer.” 

As Dr. Raimer notes, the decision to
use Elidel or Protopic will ultimately rest
in parents’ hands. “We just have to let
patients know that we as physicians
don’t think it’s going to be a problem,”
says Dr. Raimer. “We’ve really had to
approach our patients with appropriate

information.” Specifically, she highlights
two points to communicate to parents:

• Inform parents that the FDA’s
decision was based on animal studies,
not human studies. Dr. Raimer says,
“There has been no evidence of
increased numbers of lymphomas,
which is the main concern, in humans.” 

• Explain to parents that children
absorb very little, if any, of the drug and
that Elidel and Protopic are used on an
intermittent basis, which further
decreases any potential risk. “The times
that these agents have caused cancers in
humans have been when people have
been on long-term systemic therapy
with the drugs,” explains Dr. Raimer. 

A Long Way to Go
Although more pediatric data is becom-
ing available, the overwhelming majority
of agents still lack pediatric safety/effica-
cy data. The risk-versus-benefit
approach to treatment selection remains
the primary consideration in both adult
and pediatric patients.  And, as Dr.
Raimer points out, when the risks of a
new drug are not fully known, choose
an older drug (if available) that has a
history of safe and effective use in chil-
dren. 
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New In Your Practice
Take Control. Intermittent therapy with pimecrolimus cream 1% (Elidel, Novartis) may help your atopic

dermatitis patients maintain better long-term control of the disease, suggests a recent study presented at
the AAD’s annual meeting in New Orleans (P724). Patients who initiated Elidel therapy at the earliest signs
of a flare and continued therapy until the flare subsided were able to keep the disease under control for up to
18 months. Over 75 percent of 368 patients rated their disease control as either “complete” or “good.”

                


