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Is anti-TPO IgG and total IgE clinically
useful for the detection of autoimmune
chronic spontaneous urticaria?

®

To the Editor:

Recently, Kolkhir et al' published an interesting study
regarding how high anti— thyroid peroxidase (aTPO) immuno-
globulin G (IgG) and low total IgE combined (aTPOM&"/IgE'"")
are linked to features of type IIb autoimmune chronic sponta-
neous urticaria (aiCSU). In the study’s conclusion, they highlight
that aTPO"&"/IgE'" is a useful diagnostic marker for identifying
patients with aiCSU in clinical practice. These results are in line
with the current recommendation given by the European Urticaria
guidelines.” Also, they define the presence of aiCSU based on 4
indirect markers, mainly the basophil activation test (BAT) as
the best single marker.

We believe that the study generates interesting findings for a
better understanding of the pathogenesis of urticaria, but because
a statistical difference does not always translate into a clinically
relevant difference, we have some doubts regarding its possible
clinical utility. To use diagnostic tests in clinical practice, it is
necessary to validate their diagnostic accuracy.

Based on the data provided in the article, from 43 patients who
had aTPO"&"IgE'", 19 of them had a positive BAT result.
Among patients without a TPO™E"/IgE'*, 43 of 344 had a positive
BAT result. Evaluating the diagnostic accuracy (Figure 1), we
observed that the test’s sensitivity and positive predictive value
are low; only 1 of each 3 patients with positive BAT was detected
with this test combination. The specificity and negative predictive
value of the test are high but this is due to the low prevalence of
positive BAT (16%); therefore, 2 out of 3 patients with positive
BAT would be erroneously classified as without aiCSU according
to the combined test of aTPO IgG and total IgE.

In addition, the use of BAT with basophils from patients and
serum from a control subject indicates autoreactivity but does not
allow defining the mechanism that leads to basophil activation; it
could be mediated for example by IgE, IgG, or IgM.” So patients
with positive BAT have autoreactivity but we cannot ascertain that
it is type IIb autoimmunity.

In conclusion, we believe that it is necessary to evaluate the
accuracy of biomarkers that have been identified in urticaria
because, although many may be promising for clinical utility, they
are not always reliable.
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Positive BAT Negative BAT
With aTPOYsh/[gElow | 19 24 43
Without aTPObish/[gElow | 43 301 344
\ 62 325 387
Diagnostic accuracy
Sensitivity 30.6%
Specificity 92.6%
PPV o  442%
NPV 87.5%
Prevalence (pretest probability) 16%
Overall test potential 82.7%
Positive likelihood ratio 4.14
Negative likelihood ratio 0.75
False-positive ratio 7.38%
False-negative ratio 69.35%

FIGURE 1. Diagnostic accuracy analysis. NPV, Negative predictive value; PPV, positive predictive value.
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