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severe asthma. This is the first study of the A_444,C

polymorphism of the LTC4S gene performed in a popula-

tion of southern Europe with asthma and confirms the

results obtained in American, Dutch, Japanese, and
Australian populations.
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The authors of the referenced article declined the opportunity to reply.

Nasal nitric oxide in experimental rhinovirus
infection

To the Editor:

We read with interest the article by Sanders et al' that
appeared in the April issue of the Journal. In their
interesting study, the authors reported that experimentally
induced rhinovirus (human rhinovirus) infection in human
beings is associated with an increase in nitric oxide (NO)
production from both the lower and upper airways. The
latter, in turn, was positively correlated to the expression
of NO synthase-2 in the nasal epithelium and inversely
correlated to the cold symptoms score. Because the
authors included lower airway NO in the nasal measure-
ment, they used the extrapolated NO values at zero flow
on the basis of the existing linear relationship between
exhaled NO concentrations measured at different constant
expiratory air flow rates for data analysis. A large
variability in exhaled NO was found, and in contrast
with NO from the lower airway, nasal NO concentrations
were not significantly increased on any single day.

We think that the paranasal sinuses’ contribution to
nasal NO measurements should be taken in account,
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because it is known that the common cold is frequently
associated with anatomical involvement of the upper
airways, such as occlusion and other abnormalities in
the NO-rich sinus cavities.? This may result in a reduced
passage of NO from the sinuses to the nasal cavity, where
it is measured, as recently pointed out.** In fact, this might
in part explain the interindividual spread in nasal NO and
the negative correlation between nasal NO levels and the
symptoms score found by the authors.

In addition, we believe that the assessment of the actual
nasal output would have better characterized changes in
upper airway NO production. Thus, by using a nasal-mask
method as the authors did, the large variability in nasal and
oral NO values could be significantly reduced if oral NO
was subtracted from the mean level of nasal NO air.’

Finally, although nasal NO in healthy subjects is more
dependent on airflow dynamics than the concentration
gradient between luminal air and airway mucosa, it is
likely that human rhinovirus infection could have induced
variations of nasal luminal volume and/or submucosal
area. It may potentially affect the slope of nasal NO
concentration—flow rate relationship representing the
diffusing capacity for NO in the nose,® which could
have been included in the data analysis.
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Reply

To the Editor:

We thank Drs Maniscalco and Sofia' for their comment
and interest in our article. We certainly recognize that
nitric oxide (NO) from the paranasal sinuses contributes to
the nasal NO measurement, and that rhinovirus infection
may affect sinus NO production and/or flow of sinus gases
into the exhaled nasal gases measured. We agree that
enhanced sinus contribution to nasal NO as the cold is
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