LETTERS TO THE EDITOR

Diseases, Genentech, San Francisco, CA), |. Horvath (Semmelweis
University, Budapest, Hungary), P. Howarth (NIHR Southampton
Respiratory Biomedical Research Unit, Clinical and Experimental
Sciences and Human Development and Health, Southampton, UK),
A. J. James (Centre for Allergy Research, Karolinska Institutet, Stock-
holm, Sweden), R. Knowles (Arachos Pharma, Stevenge, UK), A. J.
Knox (Respiratory Research Unit, University of Nottingham, Notting-
ham, UK), N. Krug (Fraunhofer Institute for Toxicology and Experi-
mental Medicine, Hannover, Germany), D. Lefaudeux (European
Institute for Systems Biology and Medicine, CNRS-ENS-UCBL-
INSERM, Lyon, France), M. J. Loza (Janssen R&D, USA), R. Lutter
(Academic Medical Centre, University of Amsterdam, Amsterdam,
The Netherlands), A. Manta (Roche Diagnostics GmbH, Mannheim,
Germany), S. Masefield (European Lung Foundation, Sheffield, UK), J.
G. Matthews (Respiratory and Allergy Diseases, Genentech, San
Francisco, CA), A. Mazein (European Institute for Systems Biology
and Medicine, CNRS-ENS-UCBL-INSERM, Lyon, France), A. Meiser
(Data Science Institute, Imperial College, London, UK), R. J. M. Mid-
delveld (Centre for Allergy Research, Karolinska Institutet, Stock-
holm, Sweden), M. Miralpeix (Almirall, Barcelona, Spain), P.
Montuschi (Universita Cattolica del Sacro Cuore, Milan, Italy), N.
Mores (Universita Cattolica del Sacro Cuore, Milan, ltaly), C. S. Mur-
ray (Centre for Respiratory Medicine and Allergy, Institute of Inflam-
mation and Repair, University of Manchester and University Hospital
of South Manchester, Manchester Academic Health Sciences Centre,
Manchester, UK), J. Musial (Department of Medicine, Jagiellonian
University Medical College, Krakow, Poland), D. Myles (Respiratory
Therapeutic Unit, GSK, London, UK), L. Pahus (Assistance Publique
des Hopitaux de Marseille, Clinique des Bronches, Allergies et Som-
meil, Espace Ethique Méditerranéen, Aix-Marseille Université, Mar-
seille, France), |. Pandis (Data Science Institute, Imperial College,
London, UK), S. Pavlidis (National Heart and Lung Institute, Imperial
College, London, UK), A. Postle (University of Southampton, UK), P.
Powel (European Lung Foundation, Sheffield, UK), G. Pratico
(CROMSOURCE, Verona, ltaly), M. Puig Valls (CROMSOURCE,

Barcelona, Spain), N. Rao (Janssen R&D, USA), J. Riley (Respiratory
Therapeutic Unit, GSK, London, UK), A. Roberts (Asthma UK, Lon-
don, UK), G. Roberts (NIHR Southampton Respiratory Biomedical
Research Unit, Clinical and Experimental Sciences and Human Devel-
opment and Health, Southampton, UK), A. Rowe (Janssen R&D, UK),
T. Sandstrom (Department of Public Health and Clinical Medicine,
Umeia University, Ume3, Sweden), J. P. R. Schofield (Centre for Pro-
teomic Research, Institute for Life Sciences, University of Southamp-
ton, Southampton,UK), W. Seibold (Boehringer Ingelheim Pharma
GmbH, Biberach, Germany), A. Selby (NIHR Southampton Respira-
tory Biomedical Research Unit, Clinical and Experimental Sciences
and Human Development and Health, Southampton, UK), D. E. Shaw
(Respiratory Research Unit, University of Nottingham, UK), R. Sig-
mund (Boehringer Ingelheim Pharma GmbH & Co. KG; Biberach,
Germany), F. Singer (University Children's Hospital, Zurich, Switzer-
land), P. J. Skipp (Centre for Proteomic Research, Institute for Life
Sciences, University of Southampton, Southampton, UK), A. R. Sousa
(Respiratory Therapeutic Unit, GSK, London, UK), P. J. Sterk (Aca-
demic Medical Centre, University of Amsterdam, Amsterdam, The
Netherlands), K. Sun (Data Science Institute, Imperial College, Lon-
don, UK), B. Thornton (MSD, USA), W. M. van Aalderen (Academic
Medical Centre, University of Amsterdam, Amsterdam, The Nether-
lands), M. van Geest (AstraZeneca, MdIndal, Sweden), J. Vestbo
(Centre for Respiratory Medicine and Allergy, Institute of Inflamma-
tion and Repair, University of Manchester and University Hospital of
South Manchester, Manchester Academic Health Sciences Centre,
Manchester, UK), N. H. Vissing (COPSAC, Copenhagen Prospective
Studies on Asthma in Childhood, Herlev and Gentofte Hospital,
University of Copenhagen, Copenhagen, Denmark), A. H. Wagener
(Academic Medical Center Amsterdam, Amsterdam, The Nether-
lands), S. S. Wagers (BioSci Consulting, Maasmechelen, Belgium), Z.
Weiszhart (Semmelweis University, Budapest, Hungary), C. E. Whee-
lock (Centre for Allergy Research, Karolinska Institutet, Stockholm,
Sweden), S. J. Wilson (Histochemistry Research Unit, Faculty of
Medicine, University of Southampton, Southampton, UK).

DOI: 10.1111/all.13636

American Academy of Allergy, Asthma and Immunology
response to the EAACI/GA?LEN/EDF/WAO guideline for the
definition, classification, diagnosis, and management of

Urticaria 2017 revision

The most recent EAACI/GA’LEN/EDF/WAO Guideline update on
Urticaria was published in the July 2018 issue of ALLERGY.! This

guideline has been endorsed by 42 national and international

societies including the American Academy of Allergy, Asthma and
Immunology (AAAAI). Several aspects of this revised guideline are

notable and praiseworthy including the rigorous approach to an
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evidence-based appraisal of the literature, the recommendations for
limited diagnostic tests in chronic spontaneous urticaria, assessment
of disease activity at each patient encounter, and for assessment
tools to document disease control. Nevertheless, there are several
recommendations that preclude the AAAAI from endorsing all
aspects of this guideline. The 10 comments below highlight manage-
ment recommendations that differ from recommendations in these
guidelines; we believe in these instances that our recommendations
are most appropriate based on best evidence.

1. The Guideline states: “In contrast, pseudoallergic (non-allergic
hypersensitivity reactions) to non-steroidal anti-inflammatory drugs
(NSAIDs) or food may be more relevant for chronic spontaneous
urticaria (CSU). Diagnosis should be based on history of NSAID
intake or a pseudoallergic elimination diet protocol... In some CSU
patients, pseudoallergic reactions (non-IgE mediated hypersensitivity
reactions) to naturally occurring food ingredients and in some cases
food additives have been observed.”

Comment 1: Adverse reaction to NSAIDs is based on cyclooxy-
genase-1 inhibition. There is evidence indicating this is related to
exaggerated release of leukotrienes.? We would favor stipulating this
as the mechanism for NSAID-exacerbated cutaneous disease, rather
than a “pseudoallergic” reaction. Food-provoked urticaria is more
relevant for acute urticaria rather than CSU, for which, according to
best evidence, foods are a rare cause. Whether a diagnosis of
“pseudoallergic” food reaction can be established by a pseudoallergic
elimination diet protocol is unclear, as the utility of the latter has
not been clearly demonstrated in a placebo-controlled study.>

Chronic urticaria related to food additives may occur; however,
adverse reaction to food additives is very rare.*

2. The Guideline states: “We recommend against using different
H-1 antihistamines at the same time.”

Comment 2: While we acknowledge there is a lack of high-quality
evidence supporting the therapeutic utility of a combination of 2nd
generation H-1 antihistamines, for instance: fexofenadine 180 mg
each morning and cetirizine 10 mg at bedtime, there is no evidence for
harm and there is evidence for benefit.” Prescribing in this fashion is a
common pattern among allergy/immunology physicians in the United
States. We do not agree with discouraging this practice.

3. The Guideline states: “The use of omalizumab in pregnancy
has been proven to be safe ...".

Comment 3: Safety has not been proven. As an alternative, we
would state that at the present time there has been no evidence for
maternal or fetal harm.® The decision to administer omalizumab during
pregnancy should be approached from an individualized basis, with a
careful assessment of the potential for benefit compared with the
potential for harm and burden, inviting patients to express their values
and preferences and participate in the decision-making process.

4. Table 9 of this Guideline mentions a number of therapeutic
interventions for chronic urticaria, including doxepin.

Comment 4: The evidence pertaining to the efficacy of dox-
epin is of higher quality than a number of the other interventions
mentioned in Table 9.7 However, recent evidence demonstrates

that use of doxepin is associated with an increase in risk for

dementia and Alzheimer's disease in individuals who are 65 years
of age and older.? Based on this potential for harm, the decision
to prescribe doxepin should be approached with greater caution,
and ideally should include an open discussion with patients that
encourages them to join the decision-making process.

5. There is no recommendation in the Guideline for prescribing
H-2 antihistamines or anti-leukotrienes for treatment of patients
with CSU.

Comment 5: The evidence supporting the therapeutic utility of
these agents is not high quality. The factors involved in moving from
evidence to recommendations via the GRADE approach include an
assessment of the balance between desirable and undesirable
effects, cost, and patient values and preferences. As H-2 antihistami-
nes and anti-leukotrienes are associated with a very low rate of
untoward effects, and moreover these agents are not costly, we
believe it is more appropriate to recommend the combination of H-1
and H-2 antihistamines for treatment of chronic urticaria, and admin-
istration of montelukast, with a weak recommendation.” A weak rec-
ommendation implies that most patients would wish to receive the
combination, but many would not.

6. The Guideline includes a strong recommendation to use
provocation threshold measurements in management of patients
with chronic inducible urticaria (CIU).

Comment 6: While we agree that threshold measurements have
been useful tools in clinical research of inducible urticarias, many of
these tools are not widely available and have not been studied in
large populations, and whether targeting threshold measurements
leads to improved outcomes compared to using clinical endpoints
alone has not been established. In the United States, even amongst
academic centers, very few centers routinely utilize threshold mea-
surements in management of chronic urticaria. Thus, this strong rec-
ommendation imposes an unnecessary burden on providers without
an appropriate high level of evidence to support this.

7. Alternative treatment options listed by frequency of use.

Comment 7: The guideline includes a table of alternative agents sepa-
rated by “widely” or “infrequently” used. However, in the United States,
“pseudoallergen-free diets” are rarely utilized, whereas hydroxychloro-
quine is a more frequently utilized alternative agent. Tacrolimus and vita-
min D are other agents that are utilized as alternative agents in the United
States but are not listed. Autologous blood/serum and psychotherapy are
not recommended as alternative treatments in the United States.

8. Strong recommendation to aim for complete symptom control
in urticaria.

Comment 8: While complete symptom control is an ideal target,
in the majority of patients, this is an unrealistic one and may not be
required to meet patients’ needs and improve their quality of life.
Even with omalizumab 300 mg every 4 weeks, complete control of
symptoms that is sustained occurs in <50% of patients.©

9. Ciclosporin A has high-quality evidence and, aside from omal-
izumab, is the only other alternative agent recommended.

Comment 9: A previous critical appraisal of the quality of evidence
for ciclosporin using the GRADE approach determined this was “low,”

which led to a “weak” recommendation.” This recommendation appears
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to be similar to the consensus in this guideline; however, the represen-
tation of ciclosporin as the only other alternative agent in the chronic
urticaria treatment algorithm appears to over-emphasize this recom-
mendation. Consideration for the use of other alternative agents after
omalizumab failure remains a reasonable treatment strategy.

10. Figure 2 recommends an algorithm for treatment that could
escalate to omalizumab in <4 weeks.

Comment 10: The brief time intervals (2-4 weeks or earlier) for steps 1
and 2 stated in this algorithm in some cases could result in a too rapid esca-
lation of therapy to omalizumab. We believe this rapid escalation may result
in some patients receiving omalizumab who via a more gradual advance-
ment in Hl-antihistamines (with/without H-2 antihistamines combined

with anti-leukotriene) could have achieved control of chronic urticaria.
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Reply to Wood et al.

As coauthors of the 2017 revision and update of the EAACI/
GA’LEN/EDF/WAO guideline for the definition, classification, diagno-
sis, and management of urticaria, we welcome the comments of the
AAAAI and provide our responses below.

We very much value scientific discussion of the guideline's rec-
ommendations. Already in the planning phase of the revision and
update of this international, global guideline, it was agreed among all
societies involved that national societies should be encouraged to
highlight regional differences in the diagnostic and therapeutic
approach to patients with urticaria. Such differences can be based
on different legal requirements of the healthcare system, different
patient groups, different available resources including the availability
of specialists, and cultural aspects.

Whenever worldwide consensus is achieved, not just in medicine,
it is clear that the result is the best compromise possible. This is also
true for the revision and update of the international urticaria
guideline, which benefitted from the contributions and support of
the delegates of the AAAAI, during the development of the
current recommendations and during the consensus conference. We
share the view of our AAAAI colleagues that a clear aim of our inter-
national guideline is to better harmonize the approaches in urticaria
globally.?

Our responses to the 10 comments of our AAAAI colleagues on
the 2017 revision and update of the international urticaria guideline?
are as follows:

Comment #1: We agree that the term “pseudoallergy”, although
used and understood worldwide, is not ideal, but suggested alterna-
tives like non-IgE mediated hypersensitivity reaction are unfortu-
nately not very practical in talking with the patient. Regarding the
mechanisms, we agree that they are currently not well understood.
More research is needed and being undertaken.

Comment #2: It is well known that it is common practice to com-
bine different antihistamines, but as the authors themselves state
there is little evidence in support of this practice. The little evidence
that does exist points to a benefit of updosing one antihistamine vs
combining several. This is supported by general pharmacological con-
siderations including the need to minimize the risk of adverse drug
interactions. This also applies to the treatment of skin and allergic
diseases, where we do not, in daily practice, combine different corti-
costeroids or leukotriene antagonists. An evidence-based guideline
cannot recommend to combine antihistamines, when there is no evi-
dence in support of this and some, albeit weak, evidence against it.2

Comment #3: You mention that the use of omalizumab in preg-

nancy has not been proven to be safe. We agree that the word

WILEY Allergy

“proven” should always be used with care, especially when informing
the patient about potential adverse events of the treatment recom-
mended. With the use of any medication, as of yet unobserved harm
cannot be ruled out with certainty.

Comment #4: You are warning against the use of doxepin. We
very much value this comment, and we are in complete agreement
with our AAAAI colleagues on this.

Comment #5: Both, H2 antagonists and leukotriene antagonists,
are listed as fifth-line treatment options in the current version of the
international guideline, to be considered if antihistamine treatment
at standard and higher than standard dose, omalizumab and/or
ciclosporin have failed or are not available. The reason both drugs
were removed from the treatment algorithm is the lack of high-level
evidence in support of their efficacy.* The guideline is transparent
on this and says that, based on the level of evidence, “we cannot
make a recommendation” for the use of these agents.

Comment #6: While it is recommended to assess trigger thresh-
old levels in patients with chronic inducible urticaria, there is no rec-
ommendation on how to do this specifically. Knowledge of threshold
levels helps patients to avoid relevant trigger exposure and can help
physicians to individualize and optimize treatment.

Comment #7: The frequency of use of different therapies by nat-
ure will be different in different areas of the world. We provide a
consensus of the worldwide group of authors and recognize that this
global approach may differ from the AAAAI approach.

Comment #8: To aim for complete symptom control in urticaria
as recommended by the current and previous version of the interna-
tional urticaria guideline implements the expectations of the Consti-
tution of the WHO.> It is agreed that this may not always be
possible, which is why the recommendation says to “aim at” this.

Comment #9: While it is desirable to have more fourth-line treat-
ment options, in addition to ciclosporin no other treatment is cur-
rently supported by similar level evidence.® Hopefully, future trials
will change this.

Comment #10: You criticized that the brief time intervals (2-
4 weeks or earlier) for steps 1 and 2 stated in the algorithm in Fig-
ure 2 in the guideline® in some cases could result in a too rapid
escalation of therapy to omalizumab. Pharmacologically, antihistami-
nes show efficacy within a few days and reach steady state efficacy
within a few weeks. In fact, most antihistamines reach maximum
activity in approximately four half-lives. Antihistamine treatment for
longer than 2 weeks does not increase efficacy in urticaria.”

In summary, many of the AAAAl's comments are important and

help to further develop the international urticaria guideline. Some
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can only be addressed conclusively once the results of ongoing and
future studies are available. We, therefore, urge the AAAAI and our
AAAAI colleagues to support these studies. GA’LEN has, for this
purpose, created a network of urticaria centers of reference
and excellence (UCARES).® We count on the support and contribu-
tions of our AAAAI colleagues and the AAAAI in the development
of the next revision and update of the international urticaria

guideline.
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