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In 2013, Shen et al. published a report in which they 
described 24 patients with asthma whose sole presenting 
clinical manifestation was chest tightness (1). In doing so, 
these investigators have reminded us that: (I) asthma can 
present with a variety of symptoms; (II) physiological testing 
for bronchial hyperresponsiveness is very important to 
assess for the possibility of symptomatic asthma; and (III) a 
favorable response to asthma therapy is necessary to confirm 
that the tests showing bronchial hyperresponsiveness are 
true and not false positive tests.

While the varied clinical presentations of asthma have 
been known for years, this information is not generally 
appreciated, perhaps because this work was published 
30-40 years ago. With their recent study, Shen et al. 
have supported the validity of these earlier findings. In 
a review article on the clinical value of pharmacologic 
bronchoprovocation challenge that we published in 1990 (2), 
we summarized the literature on the clinical presentations 
of asthma in the following way: “Although the classic triad 
of symptoms associated with asthma is cough, shortness 
of breath, and wheeze occurring simultaneously, it is not 
unusual for one or more of these complaints to be absent. 
Moreover, asthma may present with other symptoms”. For 
example, “It has been determined that asthma can present 
solely with cough, shortness of breath, chest discomfort 
(such as chest pain or tightness) (3,4), cough with 
expectoration, and the hyperventilation syndrome”. Because 
asthma, a very common disease, can present with variant as 
well as classic symptoms, it behooves clinicians to be aware 
of the variety of presentations to avoid misdiagnoses as 
revealed by Shen et al. (1).

In the clinical realm, the diagnosis of asthma may 

not readily come to mind when patients present without 
wheezing. Moreover, the clinical evaluation alone even by 
asthma specialists uncovering a history of wheeze, a prior 
diagnosis of asthma and expiratory wheezing on physical 
examination has been shown to be an unreliable method of 
diagnosing asthma (5). Therefore, the diagnosis of asthma 
should be objectively confirmed by physiological testing. 
Such testing should assess for bronchial hyperresponsiveness 
that is a near universal finding in symptomatic asthma. 
As shown by Shen et al. (1), the presence of bronchial 
hyperresponsiveness can be revealed by bronchoprovocation 
challenge testing with an agent such as methacholine when 
baseline spirometry is normal or near normal, diurnal 
variation of peak expiratory flow rate, or spirometry before 
and after bronchodilator when there is baseline obstruction. 
When baseline spirometry is normal, one should not rely 
on improvement after bronchodilator to reveal bronchial 
hyperresponsiveness because it is unlikely that there is 
obstruction to reverse.

While bronchial hyperresponsiveness is consistent with 
the diagnosis of asthma, its presence is not diagnostic of 
asthma being the cause of the symptoms because bronchial 
hyperresponsiveness has been reported in a variety of other 
conditions (2). To determine that the test is diagnostic 
of asthma requires a favorable response with marked 
improvement or elimination of symptoms with asthma 
therapy. Such was done in the study of Shen et al. (1).

In an era when molecular biology and genetics research 
gets most of the headlines, the article by Shen et al. is 
noteworthy because it reminds us of the importance of 
clinical research and the relevance of lessons learned from 
excellent research from 30-40 years ago. These investigators 
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have not only reconfirmed a generally unappreciated variant 
presentation of asthma but also how to do so.
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