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The multimorbid polysensitized
phenotype is associated with the
severity of allergic diseases
To the Editor:
We read with great interest 3 consecutive articles recently

published in the Journal.1-3

Allergic diseases are complex and represent multiple pheno-
types that have not been well characterized until recently.
Mechanisms of the Development of Allergy (MeDALL) has
pooled 14 European birth cohorts with omics and IgE measure-
ments using a refined microarray technique.4 An important mes-
sage from MeDALL was the identification of the multimorbid
polysensitized phenotype of allergic diseases.5 Although poly-
sensitization and multimorbidity were known, they had never
been associated in a single phenotype. In MeDALL, using hy-
pothesis and data-driven methods, this novel phenotype was
shown to be associated with some important features of allergic
diseases including longitudinal trajectories with a low probability
of remission of IgE sensitization and clinical allergy, elevated
levels of total and specific IgE, high levels of blood eosinophils,
and a high rate of family history.

However, the links between this phenotype and the severity of
allergic diseases were not fully understood. The 3 recent studies
published in the journal bring new knowledge to the understand-
ing of severe asthma in a well-defined population. The studies
were based on the same population and were analyzed using
3 different methodologies including a cluster analysis.1-3 Interest-
ingly, they all found that rhinitis and polysensitization were asso-
ciated with severe or uncontrolled asthma. In addition, the cluster
approach showed that the severe asthma phenotype was associ-
ated with both severe rhinitis and polysensitization.1 As in
MeDALL, it was found that phenotype characterization is com-
plex6 and that more than a single phenotype is associated with
severe disease in sensitized and nonsensitized individuals.

We think that the authors have confirmed the previously
described multimorbid polysensitized phenotype5 that is now
associated with the severity of asthma and rhinitis1-3 or peanut al-
lergy.7 The results of the short follow-up of the studies1-3 and
those generated by MeDALL4 provide novel insight and generate
hypotheses in the implication of this severe phenotype on the pre-
diction of the severity of allergic disease.

The additional impact of polysensitization in asthma and
rhinitis multimorbidity suggests the importance to better charac-
terize subjects with allergic diseases and sensitization to specific
allergens both for clinical practice and for mechanistic studies.
Clinical and population studies, as well as those on genotypic
associations or mechanisms, should consider the multimorbid
polysensitized phenotype to improve interpretation of the results
and better understand allergic diseases.
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