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Older, traditional systemic agents
such as cyclosporine and
methotrexate continue to be

the treatment of choice for children
with severe psoriasis. Years of pedi-
atric data allow dermatologists to con-
fidently use these older systemic
agents, but concerns regarding long-
term adverse effects leave many der-
matologists searching for other
options. In evaluating new treatment
options, safety and efficacy remain the
central concern, but the absence of
pediatric data often precludes the cau-
tious dermatologist from using new
agents, regardless of how promising
they appear.

Biologic agents, in particular, are a
promising new group of agents that
are carving a niche in the psoriasis
armamentarium. Unfortunately, der-

matologists have yet to see data
demonstrating the safety and efficacy
of these drugs in children with psoria-
sis. In late 2004, Amgen initiated the
first multi-centered pediatric trial to
evaluate the safety and efficacy of
Enbrel (etanercept) in children with
psoriasis, but until these and other
studies are available, dermatologists
are left with the question of what role
the biologics can and will play for
their pediatric patients. 

Drugs and Children
Using drugs for children in the absence
of pediatric studies is certainly not a
novel concept. “Something like 70 per-
cent of drugs that we use regularly in
children have never been studied ade-
quately enough in children to earn an
FDA-approved pediatric indication,”

points out Elaine Siegfried, MD, a
pediatric dermatologist in private prac-
tice in St. Louis and Associate Clinical
Professor of Pediatrics and
Dermatology at St. Louis University
School of Medicine.

However, she notes that there have
been efforts to stimulate interest and
resources toward pediatric studies, with
the most recent effort being the
Pediatric Research Equity Act of 2003,
which complements the Best
Pharmaceuticals for Children Act of
2002. “That law mandates that if drugs
are likely to be used in children, they
must be studied in children in order to
get FDA approval or at least as a Phase
IV requirement,” explains Dr. Siegfried.
Hopefully this new law will pave the
way for more pediatric data, but its
impact hangs on the determination of
whether or not a drug will “likely” be
used in children. 

With the exception of Enbrel, Dr.
Siegfried is not aware of current or
planned pediatric studies for any of
the other biologic agents used for pso-
riasis in adults. In fact, at the FDA
approval meeting for Raptiva (efal-
izumab, Genentech/Xoma) in
September 2003—prior to the signing
of the Pediatric Research Equity Act—
the Dermatologic and Ophthalmic
Drugs Advisory Committee decided
that pediatric studies with Raptiva
were not necessary at that point in
time, which Dr. Siegfried says was
very disappointing. “My practice
includes many, many children with
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severe, life-changing skin disease, and
my alternatives to the new biologic
agents are drugs like cyclosporine,
methotrexate, Imuran (azathioprine,
Prometheus Labs), or CellCept
(mycophenolate mofetil, Roche),” Dr.
Siegfried says. “While there is much
more accumulated data for the older
drugs, I think that their ultimate risk
of adverse effects are probably higher
than the risks of biologic agents,
although with any new drug it’s
impossible to know for sure.”

Using Biologics with Children
Although dermatologists are still
becoming familiar with use of biologic
agents for treating adults, some chil-
dren may be candidates for therapy. “In
select cases, a child will qualify for
treatment with a biologic agent because
of the severity of their disease and
because they either failed or have
already been on other high-risk medi-
cine for such a long period of time that
they need another alternative,” Dr.
Siegfried explains. 

For children with severe psoriasis,
methotrexate remains Dr. Siegfried’s
first-line agent, but she has concerns
about keeping children on this agent
for long periods of time. “For children
who have been on methotrexate for a
couple of years, I start getting a little
uncomfortable and am glad to have
alternatives. That’s when I consider
transitioning to a biologic agent.”

Enbrel. Enbrel is Dr. Siegfried’s
second-line agent for children with
severe psoriasis; she turns to this agent
for children who have been on
methotrexate for a long period of time
or who cannot tolerate methotrexate.
Until data from Amgen’s multi-center
pediatric trial becomes available, der-
matologists can utilize the pediatric
data in the rheumatology literature.
Unlike other biologic agents, Enbrel is
FDA-approved for juvenile rheuma-
toid arthritis (JRA) in children as
young as four years old. Prospective

information comparing adverse reac-
tions is currently being collected for
children with JRA treated with
methotrexate,
Enbrel, or a
combination of
methotrexate
and Enbrel.
“After up to
three years of
exposure, the
risk of serious
adverse
effects–infec-
tions, autoim-
mune and CNS
effects–is com-
parable for
Enbrel and
methotrexate.
When you use
the two of them together, the risks are
higher,” notes Dr. Siegfried.

Although Enbrel’s package insert
does not suggest a PPD skin test, Dr.
Siegfried recommends one prior to treat-
ment. “In general, I’m doing more PPDs
pre-treatment for any immunosuppres-
sive agent. Even though the risk for TB
is higher for anti-TNF agents than other
immunosuppressive medications
Remicade (infliximab, Centocor) and
Humira (adalimumab, Abbott) are prob-
ably higher risk than Enbrel,” says Dr.
Siegfried. “In terms of the labs to follow,
I would do a baseline lab, like you
would for an adult, especially if it’s a kid
who I’m crossing over from methotrex-
ate. After that, there aren’t any labs
required for Enbrel, so I wouldn’t neces-
sarily follow them unless there was a
clinical indication.”

Depending on the child, she recom-
mends starting him or her on a biweek-
ly subcutaneous dosage of 0.4mg/kg,
which is equivalent to the 25mg dose,
or 0.8mg/kg, which is equivalent to the
50mg dose. 

Raptiva. Unlike Enbrel, there’s no
pediatric data for Raptiva, but Dr.
Siegfried believes this agent holds much

promise for children. She has used
Raptiva for a few children with psoria-
sis as well as a few children with severe

atopic dermati-
tis. “I’m really
desperate for
better treat-
ments for some
of my kids with
atopic dermati-
tis because they
suffer so much
and because
there really are
no good alterna-
tives,” she says.

Children
with atopic der-
matitis who
have failed more
aggressive treat-

ments such as cyclosporine, azathio-
prine, or gamma interferon may be
candidates for biologic therapy. For
these children, Dr. Siegfried has used
both Enbrel and Raptiva, but she notes
that she actually observed worsening
atopic dermatitis and pruritus in two
children treated with Enbrel. One of
these children had clinical features of
psoriasis/eczema overlap. As an infant
his disease was dermatitic but evolved
by age seven to include more features
of psoriasis. “After one month on
Enbrel, his palms and soles, which had
been cracking and bleeding, got much
better, but he started developing new
antecubital and popliteal fossae flexural
involvement and started itching a lot
more. The [Enbrel] kind of triggered
his eczema,” explains Dr. Siegfried. 

As a result of such experiences, she
no longer considers Enbrel an option for
her severe atopic dermatitis patients and
has turned instead to Raptiva for chil-
dren who have failed all other options.
For these children, Dr. Siegfried recom-
mends starting them on weekly subcuta-
neous doses of 1mg/kg. 

Amevive. Similar to Raptiva, we do
not have any pediatric data for Amevive
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(alefacept, Biogen Idec), and Dr.
Siegfried says she is unaware of any
plans to conduct pediatric studies in the
near future. Until studies evaluate
Amevive’s role for children, this agent
may not be the most appropriate choice
for certain children due to several chal-
lenges. Dr. Siegfried explains,  “It’s an
intramuscular injection, which of course
is much more painful than a subcuta-
neous injection. You have to bring them
into the office every week. You have to
do a blood test every week. I think it’s
cumbersome for kids.” 

Remicade. Although Remicade has
been studied in children with Crohn’s
disease, it too may be somewhat cum-
bersome for the pediatric patient since it
requires the child to come to the office
for a four-hour IV infusion. As a result,
Dr. Siegfried has not yet used this agent
with any pediatric patients. She notes,
however, that based on the literature
reporting use of infliximab for children
with Crohn’s disease, the incidence of
side effects associated with Remicade—
tuberculosis and anaphylactic-like reac-
tions—appears to be the same for chil-
dren as for adults.

Humira. Humira holds promise for
children with psoriasis, but Dr. Siegfried
believes it should be reserved for very
exceptional psoriasis cases where a child
has failed every possible treatment,
including Enbrel. “I think Humira is a
drug that eventually is going to have a

side effect pro-
file closer to
Remicade than
Enbrel,” says
Dr. Siegfried. “I
think the risk of
unusual infec-
tions is proba-
bly equal with
Humira as it is
with Remicade,
but I also think
the efficacy is
probably going
to be better for
Humira than for Enbrel for kids with
psoriasis.”

Freedom to Be a Kid 
For children with severe disease, psoria-
sis or atopic dermatitis can become a
form of “tyranny,” says Dr. Siegfried. “I
hate to use such strong words, but when
you see these children, it really strikes
you that way. It’s the tyranny of their
treatment that’s as bad as the tyranny of

their disease
sometimes.” 

For some chil-
dren, the biolog-
ic agents may
offer freedom.
However, as Dr.
Siegfried notes,
although Enbrel
has worked well
for some of her
psoriatic patients
and Raptiva has
worked well for
some of her

atopic dermatitis patients, some chil-
dren have not responded to these
agents, which is true for adults, as
well. There is still much to be learned
about the role biologic agents will play
for children, but the success Dr.
Siegfried has witnessed with both
Enbrel and Raptiva offers new hope to
other dermatologists who care for chil-
dren with severe psoriasis or atopic
dermatitis. 
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New in Your Practice
Classy Discovery. A new class of vitamin D analogues may lead to a dual-acting topical treatment for

patients with mild to moderate psoriasis that may be more potent and safer than calcitriol and calcipotriol,
according to the Canadian company Cytochroma. The company says CTA018 both activates vitamin D signaling
pathways and inhibits CYP24 (the enzyme responsible for the breakdown of vitamin D); preclinical studies sug-
gest the drug inhibits the proliferation of rapidly dividing cells and pro-inflammatory cytokine secretion. CTA018
recently entered Phase Ia safety and efficacy clinical trials, in which the drug will be compared to a currently avail-
able, unnamed psoriasis cream. 

Scoring High. As little as two days of treatment with pimecrolimus cream 1% may significantly improve both
pruritus and sleep loss for infants suffering from mild to very severe atopic dermatitis, according to a recent

study in Journal of Allergy and Clinical Immunology (114:1183-8). A twice-daily application of pimecrolimus
cream reduced the mean EASI score by 38.5 percent by day four and by 71.5 percent by week four, while the
vehicle resulted in a 17.6 percent increase in EASI scores at day four and a 19.4 percent increase at week four.
Following discontinuation of the cream, AD symptoms gradually returned. 

Triple Relief. For your postherpetic neuralgia patients who continue to experience pain despite taking oral
antiepileptics or tricyclic antidepressants, consider adding Axsain (capsaicin 0.25%, Winston Laboratories) to

the treatment plan. The company reports that patients who applied the cream two to four times a day experi-
enced pain relief in the first week of treatment, and six weeks of treatment resulted in a 51 percent reduction in
pain for PHN patients. Although Axsain contains triple the amount of capsaicin found in similar products, the com-
pany says its patented Lidocare vehicle minimizes the stinging and burning commonly associated with the drug.

After up to three years 
of exposure, the risk 
of serious adverse

effects—infections, 
autoimmune and 
CNS effects—is 

comparable for Enbrel
and methotrexate. 
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Clarification
The December 2004 “Pediatric
Management” column (p. 58) said
Richard Antaya, MD recommends
giving pediatric patients a candy bar
reward following laser therapy. Dr.
Antaya actually rewards patients
with stickers, which he notes are a
healthier option.

                  


