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C O R R E S P O N D E N C E

Reply to “Inferring clinical relevance of der p 23 from the 
restricted effect on treatment outcomes after tablet allergy 
immunotherapy”

We appreciate the comments made by Drs. González-Pérez and 
Poza-Guedes to our paper “Limited impact of Der p 23 IgE on treat-
ment outcomes in tablet allergy immunotherapy phase III study1” 
and would like to provide some clarification.

Drs. González-Pérez and Poza-Guedes raise four points of con-
cern related to our paper:

1.	 “Accurate knowledge of the house dust mite (HDM) allergens 
in the environment is decisive in the prescription of effective 
allergen immunotherapy (AIT).”

Patients indeed respond to allergens in the environment, but 
very heterogeneously. Thus, in line with common clinical practice, 
we find that rather than accurate knowledge of individual patients’ 
local allergen environment, diagnosis based on sensitization pattern 
and patient history (anamnesis) is decisive for the prescription of ef-
fective allergen immunotherapy (AIT).

2.	 “The retrospective post hoc observation of a missing associa-
tion between the clinical efficacy of AIT and sensitization to 
individual mite allergens in a cohort of HDM allergic asthma 
patients, should be cautiously interpreted.”

When conducted and presented with full transparency re-
garding trial population, trial medication and methods etc as in 
our original paper,1 post hoc analyses are valuable for hypothe-
sis generation. However, the inherent limitations that exist for all 
post hoc subgroup analyses always necessitate cautionary inter-
pretation of the results. Replication of our post hoc analyses data 
in an adequately designed confirmatory trial would of course be 
ideal.

3.	 “the inclusion of an additional arm in the study protocol, of 
patients treated with a HDM tablet comprising a represented 
and standardized source of Der p 23 -quantified in SQ-HDM 
units, not limited to a molar-scale determination seems essential 
to a preferred assessment of the clinical (primary outcome) 
and immunological (secondary outcome) effects of this allergen 
upon uncontrolled asthma.”

A 12 SQ-HDM SLIT-tablet contains certain amounts of Der p/f 
1 and 2 that can be measured in μg/tablet.2 Likewise, in the current 
study, the content of Der p 23 in the SQ HDM SLIT-tablet extracts 
was demonstrated by MS and quantified by ELISA, thereby confirm-
ing the presence of all three HDM major allergens in the SQ HDM 
SLIT-tablet. It is furthermore important to note that SQ-HDM is not 
a unit that can be applied to individual allergens in an extract. In 
addition to allergen content, the SQ-HDM unit comprises the com-
bined total allergenic activity of all allergens present in the extract 
(including Der p 23), based on the reactivity of the extract towards a 
standardized pool of HDM sensitized patients’ sera. Therefore, simi-
lar to Der p/f 1 and Der p/f 2, the Der p 23 content and contribution 
to the extract's total allergenic activity were taken into account in 
the study.

4.	 “the greater dose-dependent increases observed in allergen-
specific IgG4 to D. pteronyssinus for Der p 1 and Der p 2 
compared to the Der p 23-specific IgG4 responses, suggests 
that although this allergen is present, may be underrepresented 
in the intended HDM SLIT tablet.”

As reported by us and others, Der p 23 gives rise to lower levels 
of IgE compared with Der p 1 and Der p 2 despite high prevalence of 
sensitization.1,3 It is therefore not surprising that also a more modest 
IgG4 response towards Der p 23 compared with Der p 1 and Der p 
2 is seen during AIT.

To the best of our knowledge, no standardised reference for the 
content of group 23 allergens in HDM extracts exists that in a mean-
ingful way could indicate over- or underrepresentation of Der p 23. 
We favour the interpretation that the level of Der p 23 specific IgG4 
induced by AIT reflects the inherent immunogenicity of the allergen. 
Further, despite several investigations IgG4 levels have not yet been 
shown to predict the clinical effect of AIT but is rather considered a 
biomarker of exposure to allergen.4

The data provided in our original paper1 were obtained from 
a clinical trial conducted in a population diagnosed according to 
current medical practice who, during the course of the trial, re-
sponded clinically to natural HDM exposure. Subjects in the active 
arm of the trial received treatment with the SQ HDM SLIT-tablet 
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containing a defined and immunologically active amount of Der p 
23. With the inherent limitations of post hoc analyses, our findings 
that Der p 23 sensitization status at baseline had no measurable 
influence on the clinical effect of HDM AIT in this trial and that 
stratification of patients based on Der p 23 sensitization before 
initiating AIT did not appear to be clinically relevant provide an 
important contribution to the understanding of the role of Der p 
23 in HDM AIT.
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