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It was with great interest that we read the paper by Mulder et al, regarding the risk of 

allergic diseases in children and prenatal acid-suppressive drug exposure.1 The authors 

used clustered Cox proportional hazard regression to investigate the relationship 

between children with and without prenatal exposition to acid-suppressive drugs and 

later drug-treated allergic disease in these children. They found an association between 

the development of atopic dermatitis, asthma and allergic rhinitis with prenatal acid-

suppressive drug exposure. 

It is widely accepted that asthma and other allergic diseases, are common in 

children.2-4 This, in combination with the common use of acid-suppressive drugs during 

pregnancy, makes the hypothesis raised by Mulder et al of great interest.1 However, 

in our opinion the current study design is not suitable to investigate this hypothesis 

in children with asthma. While the criteria for the diagnoses of atopic dermatitis and 

allergic rhinitis used by the authors are not according to international guidelines, our 

concerns mainly involve the asthma hypothesis.5;6

Firstly, the authors defined asthma as “at least two prescriptions for inhaled 

corticosteroids within a 12 month period”.1 In contrast, according to international 

guidelines asthma diagnosis is largely based on clinical symptoms.4;7;8 Mulder et al 

presented no data regarding clinical symptoms, and therefore asthma-diagnosis is not 

accurate.1 

Furthermore, the children investigated by Mulder et al had a median follow-up of 4.9 

years from birth.1 Diagnosing asthma in children under 5 years of age is challenging and 

often inaccurate.8 Children at this young age often episodically suffer from respiratory 

symptoms without developing asthma.2;7;8 To distinguish between asthma and “episodic 

respiratory symptoms without asthma”, a trial of treatment with inhaled corticosteroids 

and /or short-acting bronchodilators may be necessary, especially since lung function 

measurements are unreliable in these young children.8 The Dutch Paediatric Society 

recommends a six to twelve week trial treatment in children, unable to perform lung 

function measurement, before diagnosing asthma.9 It is therefore likely that part of the 

prescriptions for inhaled corticosteroids in the database used, were for trial treatment, 

and thus the included children may not have asthma. The authors discussed the 

possibility of missing some mild cases and probably detecting children with more severe 

symptoms.1 Based on the above, we also consider the possibility of “asthmatic” children 

included in the analyses as not having asthma at all.

Finally, the authors displayed the percentage of children with asthma at different 

ages in figure 2.1 This figure is based on the age of the first prescription of inhaled 

corticosteroids. This graph is interesting since it displays the progression of the allergic 
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march in this study. In the current study the peak percentages of both atopic dermatitis 

and rhinitis are very similar compared to previously published data regarding the atopic 

march.10;11 However, the peak percentage of asthma in this study lies at one year of 

age, compared to five years of age commonly reported.1;10;11 The authors referred to the 

available data regarding the atopic march in their paper, but unfortunately they do not 

discuss this discrepancy.1;11 In our opinion, this adds further credence to the possibility 

that the authors have included children without asthma, falsely considering them 

“asthmatics”, based on their defining criteria of two inhaled corticosteroid treatment 

prescriptions within the last 12 months. 

In conclusion, the association between acid-suppressive drug exposition during 

pregnancy and the development of asthma and other allergic diseases, as reported by 

Mulder et al, while being interesting, has not been proven, in our opinion. Internationally 

accepted criteria for the diagnosis of asthma are essential for the reliable assessment of 

an association. 
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