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Hydroxyzine-induced fixed drug eruption and cross-reaction

with oxatomide

Oxatomide and hydroxyzine are two anti-H1 antihistamines used
for treating urticaria, pruritus dermatitis, pollinosis, and several
other diseases. In general, anti-H1 antihistamines rarely elicit cu-
taneous adverse effects.! We report a case of fixed drug erup-
tion (FDE) caused by the cross-reaction between oxatomide and
hydroxyzine.

A 50-year-old woman had a history of taking oxatomide for sea-
sonal pollinosis. She took oxatomide in the first season of 2002.
Painful erythema and erosions appeared 5 h after taking the drug.
These symptoms appeared on the lower lip and at the mucocuta-
neous junction (Figure 1A), with positive results in the patch test
(PT; Figure 1B) for oxatomide and oral challenge test. The same skin
lesion appeared 5 h after taking oxatomide; these results led to the
diagnosis of oxatomide-induced FDE. This eruption improved after
the discontinuation of oxatomide and administration of predniso-
lone (PSL) at 0.6 mg/kg/day for 1 week.
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We previously reported and published the above-mentioned
case until this clinical point.2 Although she took eszopiclone and bep-
otastine besilate for insomnia because of pollinosis, no drug eruption
appeared. One year later, she took hydroxyzine for the first time for
sleeplessness because of pollinosis. On the next morning, she had
fever and subsequently experienced lip discomfort. Furthermore,
on the next day, erythema, blisters, and erosions appeared around
the lower lip (Figure 1C). These eruptions were almost similar to
the previously described oxatomide-induced FDE. PT against hy-
droxyzine revealed positive results, and the patient was diagnosed
with hydroxyzine-induced FDE (Figure 1D). The eruptions improved
using the same treatment that was used for oxatomide-induced
eruptions. Moreover, pollinosis-associated insomnia improved using
eszopiclone and did not cause any skin eruptions.

FDE is a clinical form of drug eruption that induces erythema

in the same region of the body after each administration of the

(B) ..  pmeareeewegeposa

0 ! - Spatie, .;
i= 4% i
)k gy N2k :
HN N—CH:—CHz—CHz N N4+-CH 1
: RN\ /,’ 1
\\ - 1
1 - ;
: 1
v I

oxatomide | :
st psmipme s aure R o s e

(G) . Cl

eszopiclone _—

FIGURE 1 Painful erythema and erosions appeared in the lower lip and mucocutaneous junction immediately after taking oxatomide (A).
The PT results for 10% oxatomide after 48 h of incubation (+?; the international contact dermatitis research group [ICDRG]). The photograph
is captured 1 week after application: Left, 10% oxatomide; right, white petrolatum control. (B) Erythema, blisters, and erosions appeared

on the lower lip immediately after taking hydroxyzine. (C) The PT results for 10% hydroxyzine after 48 hours of incubation (+I; ICDRG). The
photograph is captured 1 week after application: Left, 10% hydroxyzine; right, white petrolatum control (D). Structural formula of oxatomide
(E), hydroxyzine (F), and eszopiclone (G). The red circles indicate the piperazine rings. The green square is the common structural formula of

oxatomide and hydroxyzine.
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causative drug. PT at the lesion is an effective means for diagno-
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sis.> However, few reports have implicated such drugs in the de-
velopment of FDE, particularly the piperazine derivatives, such as
hydroxyzine, cetirizine, and levocetirizine.> Bhari et al.* reported
the case of a patient with an allergy to a drug containing a pip-
erazine ring, who presented a cross-reaction to two other drugs
containing piperazine rings. There are no reports on the cross-
reactivity between oxatomide and hydroxyzine; however, both
share a piperazine ring structure (red circles in Figure 1E,F). Thus,
cross-reactivity could appear. In this case, although eszopiclone
has a piperazine ring (Figure 1G), no eruption has been reported
to date. Therefore, the antigenic determinant in our case was not
a piperazine ring. Oxatomide and hydroxyzine share not only a
piperazine ring but also two benzene rings via a methine group
(=CH-; green square in Figure 1E,F). This shared structural group
was suggested to become an antigenic determinant and results in
cross-reactivity. To the best of our knowledge, such a unique case
has not yet been reported, and the possibility of a novel antigenic
structural group associated with FDE is proposed in this case,

which needs further investigations.
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