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Anti-IL5/IL5R switching between bio-
logics in patients with severe eosino- ")
philic asthma

To the Editor:

We read with great interest the original article titled as “Long-
term therapy response to anti-IL-5 biologics in severe asthma—a
real-life evaluation” by Eger et al." We would like to share our
opinions on this study.

There is a great need for such studies, and it is a study that will fill
the gap in the literature. We would like to thank Eger et al for their
contribution to the literature with such a valuable study. Some points
mentioned in the article drew our attention. First of all, we think that
the criteria for the definition of super-responder are debatable. For
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example, when a patient with oral corticosteroid (OCS)-dependent
asthma has the following criteria, this patient is not considered a
super-responder according to the authors’ definition:

e The patient’s baseline forced expiratory volume in 1 second
(FEV1) is low before biological therapy (eg, FEV1: 68%);
although there is improvement in FEV1 (eg, FEV1: 78%) af-
ter biological therapy, the FEV1 may not rise above 80%, but
the need for OCS may disappear completely and Asthma
Control Questionnaire (ACQ) <1.5.

Or

e In a patient who initially received 20 mg maintenance prednis-
olone treatment and had an FEV; >80% and ACQ <1.5 in the
second year of biological treatment, the maintenance predniso-
lone dose may be reduced to 4 mg but may not be completely
discontinued. On the other hand, according to the authors’ defi-
nition of super-responder, for example, a patient who was
already on low-dose OCS (eg, 4 mg prednisolone) treatment
at the beginning and whose prednisolone was discontinued at
the end of 2 years after the addition of biological therapy and
fulfilling the other super-responder criteria could be considered
a super-responder. Considering all these, we think that the
super-responder criteria should be more standardized and suit-
able for daily practice. Another point that draws our attention is
that after 2 years of treatment in the super-responder group, it
was stated in Table I that comorbidities of chronic rhinosinusi-
tis, nasal polyposis (NP), chronic otitis, and allergic rhinocon-
junctivitis were under control with these biologics; however,
the control criteria were not defined in this article.

An important finding presented by the authors is that 31% of
those with super-responders were shown to be super-responders
when they switched from the first biological to another biological.
How many of these transitions were partial responder or
nonresponder before switch? If it is nonresponder with the first
biological but becomes super-responder after switching to the
second biological, this will be significant in emphasizing the
importance of the transition between anti-IL5/ILSR biologicals.

Another important result in this study is the demonstration that
patients in the super-responder group were associated with the
absence of NPs, although statistically insignificant. However,
some studies have shown that the presence of comorbid NP
predicts that severe asthma may respond well to anti-IL5/IL5R
monoclonal antibodies.”” In addition, in the Global Initiative for
Asthma report, NP is included in the criteria for good response to
anti-IL5/IL5R in patients with eosinophilic severe asthma.’

Finally, the authors also stated that anti-IL5/IL5SR was
discontinued in 3 patients because of adverse effects. However,
mentioning the adverse effects leading to discontinuation would
have been very helpful to the readers.

Insu Yilmaz, MD
Giilden Pagact Cetin, MD
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Reply to “Anti-IL5/IL5R switching
between biologics in patients with severe
eosinophilic asthma”

To the Editor:

Yilmaz et al' are right that there is no consensus on the criteria
for defining super-responders to biologics in asthma. We chose a
super-response definition excluding any residual disease manifes-
tation such as markers of inflammation (eg, chronic oral cortico-
steroid use and exacerbations), airflow limitation, or asthma
symptoms, because this determines disease burden and prognosis.
Our response definition therefore reflects complete remission
under treatment, which we believe should be the ultimate treat-
ment goal in all patients with severe asthma.” However, the exam-
ples the authors described aptly illustrate the shortcomings of the
definition we used in our study.” We fully agree that response
criteria should be standardized once sufficient clinical experience
with the asthma biologics has been obtained.

With regard to control criteria of sinonasal comorbidities such
as nasal polyps and chronic rhinosinusitis, we relied on the
findings of nasal endoscopy in combination with the subjective
absence of symptoms. We should have stated this more clearly in
the article.

The comment by Yilmaz et al about an improved response after
switching from one anti-IL-5 to another anti-IL-5 biological agent
is important. Indeed, many partial responders (but none of the
nonresponders) showed further improvement after switching to
another anti-IL-5 biologic, and 4 patients subsequently became
super-responders. We have written a separate article on outcomes
after switching between asthma biologics that will be published
shortly in this journal.”

Yilmaz et al rightly state that nasal polyposis is a predictor of a
good response to anti-IL-5 with regard to asthma symptoms.
However, regarding sinonasal manifestations, anti-IL-5 therapy
failed to completely eliminate nasal polyps in our patients, so we
could not label them as super-responders according to our
definition.
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Finally, regarding the adverse effects of anti-IL-5 biologics, 3
of our patients discontinued therapy because of migraine, severe
dermatitis, and colon cancer, respectively.
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House dust mite liquid SLIT effective in ,')
atopic dermatitis even with suboptimal
dosing

To the Editor:

We have read the article by Langer et al' on sublingual immu-
notherapy (SLIT) with a house dust mite (HDM) extract for atopic
dermatitis (AD) with great interest and would like to congratulate
our Brazilian colleagues for having been able to conduct a double-
blind, placebo-controlled trial under the not always favorable
local circumstances and with budget limitations. The study is of
even greater importance because it managed to show statistically
significant differences in favor of the active treatment group, even
with a suboptimal SLIT administration schedule, as the investiga-
tors comment.

By taking a closer look at how the study was conducted, the
patients characterized, and the liquid SLIT administered, we
would like to make some comments, because we consider that the
SLIT schedule could be improved and would like other readers to
realize how an optimal liquid SLIT schedule with HDM allergen
could look like.
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