Correspondence

Reply

To the Editor:

We thank McCallum and her colleagues' for their interest in
our study.” They raise the concern that based on the previously
published negative studies of azithromycin in the setting of bron-
chiolitis, our finding of a decreased likelihood of post—respiratory
syncytial virus (RSV) recurrent wheezing (RW)> does not warrant
further follow-up studies. As indicated by McCallum et al," 3 tri-
als have evaluated “long-term” outcomes of macrolide therapy,
including a small (n = 21) trial from Turkey using clarithromy-
cin® and 2 from McCallum et al,*> which found that 1* or 3° doses
of azithromycin did not improve acute bronchiolitis severity and
did not prevent respiratory readmission during the following
6 months.

Potential reasons for the disparate findings between these
reports are multifactorial, including differences in outcome
measures, durations of follow-up, dosing regimens, the baseline
risk for future respiratory morbidity of study participants, and
different causative viruses.

We suspect that major explanations for the differences be-
tween our findings” and those of others™ relate to the duration of
follow-up and the indicator of long-term efficacy. In our study,”
we found (Fig 1) that the azithromycin and placebo groups did
not differ in risk of recurrent wheezing after 6 months of
follow-up (P = .07), but after 12 months of follow-up, there
was a significant reduction in risk among azithromycin-treated
children (P = .048), indicating that the major effect of azithro-
mycin therapy is not related to wheezing illnesses shortly after
bronchiolitis but rather illnesses more than 6 months after the
initial bronchiolitis.

In addition, the outcome of readmission was not a sensitive
marker for azithromycin efficacy in our study because readmission
was very uncommon, with only 3 of 39 infants readmitted over
12 months. In contrast, nearly 30% of the population in the studies by
McCallum et al* required readmission over 6 months, which sug-
gests differing susceptibility to respiratory morbidity between the
study populations, which likely contributes to differences in the
overall findings. Although our study participants were otherwise
healthy infants hospitalized for acute RSV bronchiolitis, almost
90% of the population in studies by McCallum et al™ included
indigenous infants from Australia and New Zealand. Indigenous in-
fants have greater lung morbidity than do nonindigenous infants,”
with higher rates of airway bacterial colonization resulting in recur-
rent pneumonia and bronchiectasis. Finally, although all patients in
our study experienced bronchiolitis due to RSV infection,” only 44%
of the patients in the studies by McCallum et al*” had confirmed
RSV infection. If our findings are specific to RSV bronchiolitis,
Dr McCallum’s trials demonstrating no long-term effects of azithro-
mycin may reflect lack of efficacy in the setting of non-RSV
bronchiolitis.

In summary, although it is clear that macrolides do not improve
acute bronchiolitis severity, our pilot study strongly suggested
that azithromycin during RSV bronchiolitis may be an effective
intervention to attenuate the outcome of post-RSV RW and
potentially asthma. Because asthma carries a significant burden
on affected individuals and society, and because up to 13% of
childhood asthma cases are attributable to severe RSV

0.6
04+

0.2+

— Placebo
= Azithromycin

Probability of Not Having at Least 3 Wheezing Episodes

0.0 o

0 100 200 300 400

Days from Randomization to Third Wheezing Episode

FIG 1. Probability of not having at least 3 episodes of wheezing.
A significant reduction in the likelihood of recurrent wheeze is noted after
12 months of follow-up (P = .04877), but not after 6 months (P = 0.07%).
Adapted from Beigelman et al.”

bronchiolitis,’ azithromycin as a potential disease-modifying

approach to attenuate, and even prevent, post-RSV RW should
be further investigated in a more definitive trial.
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