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ANTIHISTAMINES AND DRIVING ABILITY:
REPLY TO THE LETTERS TO THE EDITOR AND
CORRIGENDUM

REPLY

The major point made in our article! is that, regarding driving
ability, third-generation antihistamines have an improved
safety profile relative to their ancestors. The controversy
regarding whether second-generation antihistamines affect
driving ability or not depends on interpretation of the data.
Indeed, most studies summarized in table 3 of our article
show no significant impairment on driving performance.
However, some studies showed significant driving impair-
ment with second-generation antihistamines.

It must be taken into account that the published findings
are overall group effects (ie, averaged data from all patients
together). However, not all patients in driving studies with
first- and second-generation antihistamines performed
equally well, and some of the driving tests were even discon-
tinued because the driver or driving instructor believed it was
unsafe to continue the test. This impairment, viewed in 5% to
10% of participants, is generally not reflected in the results of
the total patient sample if most patients show little or no
driving impairment.

Taking this into account, we agree that our first conclusion
in table 4 that “Driving is significantly impaired after single-
dose administration, especially with higher dosages” should
have been worded more precisely, as we did in the “Conclu-
sion” section of the abstract of our review article: “Driving
may be significantly impaired after single-dose administra-
tion, especially with higher dosages.”

In summary, we stand behind our conclusion that first- and
second-generation antihistamines may impair driving ability.
Since this has not been observed for third-generation antihis-
tamines (fexofenadine, levocetirizine, and recently also re-
ported for desloratadine?), in terms of driving safety these
antihistamines should be preferred.

Regarding ebastine, because of the lack of clarity of the
Brookhuis et al’® publication data, this driving study has been
reanalyzed by O’Hanlon and Ramaekers.* They analyzed the
data for each dose separately and showed significant impair-
ment after 5 days of treatment with 30 mg of ebastine.

CORRIGENDUM

The following errors have been brought to our attention since
publication of the article. None of these affect the interpre-
tation of the data or overall conclusions regarding the effects
of antihistamines on driving ability.

First, regarding the cardiotoxic properties of second-gen-
eration antihistamines, on page 299 of our article, we state,
“Since mizolastine is potentially cardiotoxic, its use should
be discouraged.” On page 298, in table 4, we state, “Ebastine
and mizolastine should not be prescribed because of their
cardiotoxicity.” Further, on page 299, we state, “Unfortu-
nately, ebastine is potentially cardiotoxic. Hence, its use
should be discouraged.” Finally, in the “Discussion” section
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(page 300), we state, “In addition, antihistamines may pos-
sess cardiotoxic properties (eg, terfenadine, mizolastine,
ebastine, and astemizole) that greatly limit their use.”

Concerns have been raised regarding the cardiovascular
safety of second-generation antihistamines. An association
between torsade de pointes and the use of terfenadine and
astemizole in humans has been demonstrated. The use of
mizolastine is contraindicated in patients with significant
cardiac or hepatic disease, with hypokalemia or other elec-
trolyte imbalance, or with known or suspected QT prolonga-
tion. However, neither QT prolongation nor torsade de
pointes has been reported in clinical use.’ Prolonged QT
intervals after administration of high doses of ebastine have
been demonstrated in guinea pigs® but not in humans,” and
there are no reported cases of torsade de pointes. Therefore,
we have to conclude that there is no published evidence that
ebastine and mizolastine are cardiotoxic in humans.

Second, although the differences among first-, second-,
and third-generation antihistamines are somewhat arbitrarily
chosen, terfenadine is generally viewed as a second-genera-
tion antihistamine. In the text (page 297) and in table 1,
terfenadine is included among the first-generation antihista-
mines. Table 5 correctly includes terfenadine as a second-
generation antihistamine.

Joris C. VERSTER, PhD

Epmunp R. VoLkerts, PhD

Utrecht Institute for Pharmaceutical Sciences
Department of Psychopharmacology
University of Utrecht

Utrecht, the Netherlands
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COMBINATION THERAPY WITH A LONG-ACTING
B,-AGONIST AND AN INHALED
CORTICOSTEROID AS INITIAL MAINTENANCE
TREATMENT IN ASTHMA

To the Editor:

Murray and colleagues' attempt to make a convincing argu-
ment with regard to using combination therapy in asthma
instead of monotherapy with either an inhaled corticosteroid
or a long-acting (3,-agonist. There are several key issues that
cannot be left unchallenged.

First, prescribing salmeterol as monotherapy in the treat-
ment of persistent asthma is clinically unsound, because it has
been linked to an increase in mortality in a subpopulation of
asthmatic patients.? Indeed, current guidelines advocate that
long-acting [3,-agonists should only be used concomitantly
with inhaled corticosteroids. This in turn suggests that the
comparison of treatments with a salmeterol-only arm is both
invalid and clinically irrelevant, especially in patients with a
mean forced expiratory volume in 1 second (FEV,) of 66%
predicted.

Second, the patients in the present study were found to
have a mean reversibility of 30% in response to the short-
acting f3,-agonist albuterol. It is perhaps hardly surprising that
patients benefited in terms of lung function when given a
long-acting 3,-agonist, because they were already preselected
to do so; in other words, the study was heavily biased toward
the combination inhaler vs fluticasone propionate alone. In-
deed, in day-to-day clinical practice, one rarely sees such
selected patients with an exquisitely high degree of [3,-ago-
nist reversibility. It is therefore important to clearly distin-
guish between data extrapolated from highly selected patients
compared with those from individuals encountered in every-
day primary and secondary care settings.

Third, the authors cite in vitro data on ligand-independent
glucocorticoid receptor translocation to support the potential
benefits of synergy with respect to enhanced anti-inflamma-
tory effects of combination therapy. This in turn suggests a
putative corticosteroid-sparing effect of the combination of
fluticasone propionate plus salmeterol. However, validated
surrogate anti-inflammatory biomarkers, such as airway hy-
perresponsiveness, exhaled nitric oxide, sputum and serum
eosinophil count, and eosinophilic cationic protein were not
measured. Data exist to show that there is no clinical evi-
dence of potentiation of in vivo anti-inflammatory response
when comparing the combination of fluticasone propionate
plus salmeterol to the same dose of inhaled corticosteroid
alone.? The presented results merely show evidence of pre-
dictable additivity of response on measures of airway caliber
(ie, FEV, and peak expiratory flow) by fluticasone propionate
and salmeterol on inflammatory and smooth muscle path-
ways, respectively, but no evidence of synergy per se. Indeed,
it has been shown that when comparing fluticasone propi-
onate plus salmeterol to twice the dose of fluticasone propi-
onate alone, there are improved anti-inflammatory outcomes
with the latter,* suggesting that inhaled corticosteroid mono-
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