CORRESPONDENCE

3. Bork K, Wulff K, Meinke P, Wagner N, Hardt J, Witzke G. A novel
mutation in the coagulation factor 12 gene in subjects with heredi-
tary angioedema and normal C1-inhibitor. Clin Immunol. 2011;141:
31-35.

4. Bork K, Wulff K, Hardt J, Witzke G, Lohse P. Characterization of a
partial exon 9/intron 9 deletion in the coagulation factor XII gene

Allergy:smssas~ 2 WL EyJL53

(F12) detected in two Turkish families with hereditary angioedema
and normal C1 inhibitor. Haemophilia. 2014;20:e372-e375.

5. de Maat S, Bjorkqvist J, Suffritti C, et al. Plasmin is a natural trigger
for bradykinin production in patients with hereditary angioedema
with factor XII mutations. J Allergy Clin Immunol. 2016;138:1414-
1423.

DOI: 10.1111/all.13427

The Atopic March

Sir,

With great interest, we read the paper of S.J. Khan et al who
conducted a systematic review of twin and siblings studies to exam-
ine the allergic phenotypes and early-life environment factors that
form the so-called atopic march.! The authors concluded that genet-
ics play a bigger role in predisposing eczema to hay fever and
eczema to asthma than environmental factors and that the link
between eczema and asthma and hay fever is independent of shared
early-life environmental factors. In fact, two main (major) phenotypes
of atopic dermatitis (AD) can easily be distinguished, already in little
children, by mean of a prick skin testing to the main food and inha-
lant allergens or by a serum IgE determination: an IgE-associated
type and a non-lgE-associated type (also called the “intrinsic type”)
of AD.27 The latter type (former called “intrinsic” type of AD) is
characterized by eczematous skin lesions in typical localization simi-
lar to the IgE-associated subgroup, but is not associated with a
specific sensitization either in the skin tests or in RAST/CAP to com-
mon environmental allergens.®>* Two long-term observations in a
group of young children with AD seen at the age of 2-4 years, who
were re-evaluated about 9 years later, showed that 46% respectively
68% of the children still suffered from AD, 43% resp. 45% from
bronchial asthma, and 41% from allergic rhinitis.®? (The first percent-
age refer to the study of Novembre et al® the second to our study?).
However, the risk of developing asthma or allergic rhinitis, it means
of an atopic march, was much higher in IgE-associated AD (51%
resp. 60%) than in nonallergic AD (0% resp. 14%). For the long-term
prognosis of AD and the risk of an atopic march, it is therefore
important to know that the risk of the development of an IgE-
mediated respiratory disease is much lower in the nonallergic AD.
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