The Use of Topical 5-Fluorouracil in Children

Commercially-available topical fluorouracil is indicated for

use in adults. When the products were brought to market,

the studies only established its safety and efficacy in war

patients over the age of 18. However, this agent has iPaiested Compoundait 57, sal edid)
documented use in children under the age of 18. The

purpose of this document is to highlight the uses of topical 5-fluorouracil in children, adverse effects reported
in young patients, and pharmacokinetic parameters.

There are reports in the literature that topical 5-fluorouracil has been used for various indications in patients
under the age of 18. Pediatric patients were included a group treated for squamous cell carcinoma
secondary to xerderma pigmentosum. The average freatment duration was for six months.! Children aged
2-19 were treated for chromoblastomycosis (a granulomatous disease of the skin caused by dematiaceous
fungi) with topical 1% fluorouracil. They were treated for up to three months.?2 In a 13 year old girl with a
4-year history of erythematous nodules and plaques on her truck and limbs. Five percent 5-fluorouracil
topical cream along with coal tar applied for six months resulted in the clearance of the lesions.?

Pediatric patients were also included in a study using variable strengths of fluorouracil (0.5%-5.0) along with
salicylic acid to treat plantar warts. Treatment lasted an average of two months, although one patient was
freated up to seven months.* A trial for viral warts using 5% 5-fluorouracil ointment included children (age 5
to 14) and showed statistically significant results versus placebo with the 5-fluorouracil (60% vs. 16.7%;
p<0.001). There was also a greater efficacy with children compared to adults."

Long term use has also been documented in children. A case report of a child with basal cell nevus
syndrome shows successful management of the disease with a combination of topical fluorouracil and
fretinoin applied over the duration of ten years.s
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The adverse effects associated with topical fluorouracil use in the above studies were skin dryness', a slight
burning sensation?, pruritis®, and local dermatitis.# The listed adverse effects in adults were: burning, crusting,
allergic contact dermatitis, erosion, erythema, hyperpigmentation, irritation, pain, photosensitivity, pruritis,
scarring, rash, soreness and ulceration. A major side effect of onycholysis was shown to occur equally
between children and adults.!

No studies have been done to assess the pharmacokinetics of topical fluorouracil when used in patients under
the age of eighteen. Af the age of one year, skin permeability is similar fo that of an adult.” The absorption of
5-fluorouracil would be greatly increased in patients younger than one year old. The dermis of newborns has
less keratin and therefore less of a protective barrier.? Topical medications should be avoided if possible in
patients less than é months old.’

There is also a low risk of systemic toxicity with topical fluorouracil. According to
the manufacturer of Efudex, approximately 5.98% of the topical 5%
preparation is absorbed systemically. Patients exhibited no toxicity signs
during this study'®. A study done in rats determined that the LD50 of topical
fluorouracil to 500mg/kg'®. The standard dispensing quantity for WartPeel
is 5 grams which will contain a total of 100mg of 5-fluorouracil.

Although use of topical fluorouracil in children is not currently approved
by the FDA, it may be reasonable due to the low systemic absorption
expected.
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