CORRESPONDENCE

Pediatric Allergy and Immunology

An unusual case of non-pigmenting fixed drug eruptionsina

child

DOI:10.1111/pai.12116

To the Editor,

Although they are probably under-recognized/underdiagnosed,
fixed drug eruptions (FDE) are rare in children (1-3). Non-
pigmenting FDE (NPFDE) resemble to pigmenting FDE, but
leave no residual pigmentation. A few cases of NPFDE have
been reported to pseudoepinephrine-containing drugs, difluni-
sal, and furazolidone, especially in adult patients (4-7).

A 12-year-old well-being girl reported two episodes of
burning bullous desquamative eruptions of the palms and soles
(Figs 1-3) 24 h after the start of treatments with rifamycin
(2009) and amoxicillin prescribed for the prophylaxis of
Lyme’s disease after a tick bite (2012). The lesions were treated
with local antiseptics and oral antihistamines, and resolved
within 10-12 days, without residual pigmentation. She also
reported a mild unidentified eruption 48 h after the start of a
first treatment with cefpodoxime (2004), resolving spontane-
ously within 2-3 days of the stop of the treatment. From
birthdate to 2004, the child had tolerated treatments with
amoxicillin alone or associated with clavulanic acid and,
probably, with topical rifamycin-/rifampicin-containing eye
and/or ear drops.

Allergological work-up was performed 8 months after the
reaction to amoxicillin. As previously reported (8), pricks,
intradermal (ID), and patch tests (on the back) were performed
with the soluble forms of the suspected (or very similar)
betalactams and other betalactams from the same class and
other classes (penicillin G, amoxicillin, cefazoline, cefotaxime,
and ceftriaxone), diluted with 0.9% sterile NaCl. The concen-
trations used were 250-25 000 1U/ml for penicillin G and 0.25—
25 mg/ml for the other betalactams for pricks and ID tests, and
250 000 IU/ml for penicillin G and 250 mg/ml for the other
betalactams for patch tests. Responses in skin tests with
betalactams were negative at 15-20 min (immediate, pricks,
and ID), 6-8 h (semi-late, ID), 2-3 days (late, ID, and patch
tests), and 67 days (hyper-late, ID, and patch tests), according
to EAACI/ENDA guidelines (9).

Challenge tests were performed orally with amoxicillin
(2 days in the hospital) and rifamycin (2 days at home), as
previously reported (8). The first day in the hospital, the child
received a first dose of 10 mg of the drug, and the dose was
gradually increased until the appropriate cumulative dose for
age and weight was reached. At home, half the therapeutic dose
was administered at 9 am and 8 pm. The second day, the child
should be administered one half of the therapeutic dose at 9 am
and at 12 h (in the hospital) or 8 pm (at home). However,
challenge tests with the two drugs induced relapses of palm and
sole burning eruptions during the night of the first day and
were stopped. The lesions were treated with oral antihistamines
and corticosteroids, and resolved within 7-8 days. In contrast,
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Figures 1-2 Bullous desquamating lesions of the palm during
treatment with amoxicillin.

challenge tests performed at home (4 consecutive days) with
penicillin V and cefpodoxime were tolerated.

Thus, we diagnosed NPFDE to amoxicillin and rifamycin,
with contraindication of aminopenicillins, and aminocephalo-
sporins as a precaution, and rifamycin/rifampicin. All other
betalactams and families of anti-infectious drugs were autho-
rized.

FDE are rare in children (1-3). NPFDE have never been
reported in children (4-7), and, to our knowledge, we report
the first pediatric case of NPFDE due to two drugs from
distinct chemical families.

Although the infectious agents (viruses, bacteria) responsible
for the infections leading to treatments with rifamycin and
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Figure 3 Bullous desquamating lesions of the sole during treatment
with amoxicillin.

amoxicillin were unknown, the dermatologists suggested that
the eruptions resulted from infectious diseases (Streptococcus
especially). The hypothesis that the lesions resulted from
primary or secondary erythromelalgia/erythermalgia was
highly unlikely (large size of the bullae, reactions occurring

exclusively during infectious diseases treated with antibiotics,
no underlying chronic disease, and no familial history) (10).

Although skin tests gave negative responses, challenge tests
with amoxicillin and rifamycin induced relapses of the initial
reactions, leading to the diagnosis of NPFDE due to non-
immediate hypersensitivity to two drugs from two different
families. Although patch tests should have been performed on
the site of lesions to diagnose FDE (11), patch tests could not
be applicated on palms and soles for comfort of the girl. Thus,
patch tests performed on the back of the child may have lead to
false-negative responses.

The case of this young girl is probably exceedingly rare
because of the following: (i) the reactions highly suggest an
unusual type of FDE, without residual pigmentation (NPFDE),
which is very rare and has not been reported with amoxicillin and
rifamycin/rifampicin (4-7); (ii)) FDE, NPFDE especially, are
rare in children, although they are probably under-recognized/
underdiagnosed (1-3); and (iii) finally, hypersensitivity to
multiple drugs from several drug families is exceedingly rare,
especially when sensitizations to these drugs belong to the same
immunologic type and lead to similar clinical reactions (12).
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