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Treating chronic spontaneous urticaria ,')
in children
To the Editor:

The recent review of pediatric urticaria discussed the use of
antihistamines for the treatment of urticaria.' This subject de-
serves additional details regarding the relative efficacy of these
medications. Studies had previously demonstrated that the rela-
tive efficacy of hydroxyzine exceeded that of other antihista-
mines.” Because the active metabolite of hydroxyzine is
cetirizine, those data also support the greater efficacy for cetiri-
zine (Figure 1).? Levocetirizine, the active optical R-enantiomer
of racemic cetirizine, is equivalent to racemic cetirizine, contain-
ing an equimolar amount of the R-enantiomer."

Also relevant is the dose-response of antihistamines. Increasing
the dose of antihistamines to 4 times usual dosage is common
practice. Levocetirizine, the active enantiomer of cetirizine, at
doses of 5 to 20 mg (the molar equivalent of 20-40 mg racemic
cetirizine), was compared with the same milligram doses of
desloratadine, the active metabolite of loratadine. A progressive
increase in the dose-response effect of levocetirizine, but not for
desloratadine, was seen.” On the basis of evidence, cetirizine (or
its active enantiomer alone, levocetirizine) is likely to be the most
effective antihistamine for chronic urticaria.

The recent review of urticaria' also included the rate of sponta-
neous resolution of chronic urticaria in adults but not for children.
However, published data from 92 children found remissions of
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FIGURE 1. A, Metabolism of hydroxyzine to racemic cetirizine (RS-cetirizine)
and a metabolite with sedation but no antihistaminic effect. Racemic
cetirizine can be separated into the individual enantiomers, the inactive
S-cetirizine and the active R-cetirizine. B, Mean cetirizine and hydroxyzine
serum concentrations following administration of 25 mg hydroxyzine to 25
adult male volunteers (reproduced with permission from Gengo et al®).
HR, hours.
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19%, 54%, and 68% at 1, 3, and 5 years, respectively.6 Although
omalizumab provides symptomatic improvement of chronic urti-
caria, symptoms return when the treatment is stopped. In contrast,
cyclosporine provided prompt control of chronic urticaria with
sustained remissions.” Safety and efficacy in the pediatric study
used the reliably absorbed microemulsion formulation of cyclo-
sporine with therapeutic drug monitoring targeting serum concen-
trations of 100 to 200 ng/mL. With that strategy, prompt
elimination of urticaria occurred and continued for most
following rapid cessation of the cyclosporine.
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Reply ,')
To the Editor:

In his commentary, Weinberger' levied several critiques on our
review” of the management of chronic urticaria (CU) in children,
which we address below.

His first point relates to the premise that the relative efficacy of
hydroxyzine exceeds that of other antihistamines. However, the
referenced study assessed only the effect of hydroxyzine on
allergen and histamine-induced skin prick test size” rather than
any effect on hives in the setting of CU, which might involve
different pathogenic mechanisms. Numerous reviews and clinical
trials support the use of second-generation rather than first-
generation antihistamines due to similar efficacy but better safety
proﬁle.4 In clinical trials, including multicenter, double-blind,
placebo-controlled studies, the safety and efficacy of cetirizine
(a second-generation antihistamine) and hydroxyzine is similar
and cetirizine has a greater safety margin over the older parent
drug hydroxyzine.5 © A systematic Cochrane review concluded
that there is no difference in short-term treatment between
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