Giornale Italiano di Dermatologia e Venereologia
EDIZIONI MINERVA MEDICA

ARTICLE ONLINE FIRST
This provisional PDF corresponds to the article as it appeared upon acceptance.
A copyedited and fully formatted version will be made available soon.
The final version may contain major or minor changes.

Therapeutic management of chronic spontaneous urticaria
in clinical practice: Results from a pilot survey

Nicoletta CASSANO, Giovanni GENOVESE, Riccardo ASERO, Nunzio CRIMI,
Antonio CRISTAUDO, Paolo DAPAVO, Ornella DE PITa, Silvia Mariel FERRUCCI,
Maria Teresa FIERRO, Caterina FOTI, Giampiero GIROLOMONI, Eustachio NETTIS,
Annamaria OFFIDANI, Annalisa PATRIZI, Patrizia PEPE, PAOLO PIGATTO,

Luca STINGENI, Angelo Valerio MARZANO, Gino Antonio VENA

Giornale Italiano di Dermatologia e Venereologia 2020 Nov 23
DOI: 10.23736/S0392-0488.20.06761-9

Article type: Original Article
© 2020 EDIZIONI MINERVA MEDICA

Article first published online: November 23, 2020
Manuscript accepted: November 11, 2020
Manuscript revised: October 15, 2020
Manuscript received: June 2, 2020

Subscription: Information about subscribing to Minerva Medica journals is online at:
http://www.minervamedica.it/en/how-to-order-journals.php
Reprints and permissions: For information about reprints and permissions send an email to:
journals.dept@minervamedica.it - journals2.dept@minervamedica.it - journals6.dept@minervamedica.it

EDIZIONI MINERVA MEDICA


http://www.minervamedica.it/en/how-to-order-journals.php
mailto:journals.dept@minervamedica.it
mailto:journals2.dept@minervamedica.it
mailto:journals6.dept@minervamedica.it
http://www.tcpdf.org

COPYRIGHT® EDIZIONI MINERVA MEDICA

ORIGINAL ARTICLE

Therapeutic management of chronic spontaneous urticaria in clinical practice: Results from a
pilot survey

Nicoletta Cassano'”, Giovanni Genovese?®", Riccardo Asero®, Nunzio Crimi®, Antonio Cristaudo®, Paolo
Dapavo’, Ornella De Pita®, Silvia Ferrucci?, Maria Teresa Fierro’, Caterina Foti®, Giampiero Girolomoni??,
Eustachio Nettis'!, Annamaria Offidani'?, Annalisa Patrizi®3, Patrizia Pepe!4, Paolo Pigatto®®, Luca Stingeni?®,
Angelo Valerio Marzano?%, Gino Antonio Vena'®

*Nicoletta Cassano and Giovanni Genovese equally contributed to the present paper

$Angelo Valerio Marzano and Gino Antonio Vena equally contributed to the present paper

1. Dermatology Private Practice, Bari and Barletta, Italy

2. Dermatology Unit, Fondazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico, Milan, Italy

3. Department of Pathophysiology and Transplantation, Universita degli Studi di Milano, Milan, Italy

4. Ambulatorio di Allergologia, Clinica San Carlo, Paderno Dugnano, Milan, Italy

5. Department of Clinical and Experimental Medicine-Respiratory Medicine & Allergy, University of Catania,
Catania, Italy

6. Service of Occupational and Environmental Allergic Dermatology, San Gallicano Dermatology Institute for

Research and Care, Rome, Italy

7. Department of Medical Sciences, Section of Dermatology, University of Turin, Turin, Italy

Department of Dermatology and Allergy, Cristo Re Hospital, Rome, Italy

9. Section of Dermatology, Department of Biomedical Science and Human Oncology, University of Bari, Bari,
Italy

10. Section of Dermatology, Department of Medicine, University of VVerona, Verona, Italy

11. Department of Emergency and Organ Transplantation, School of Allergology and Clinical Immunology,
University of Bari Aldo Moro, Bari, Italy

12. Dermatology Unit, Department of Clinical and Molecular Sciences, Polytechnic Marche University, Ancona,
Italy

13. Dermatology Unit, Department of Experimental, Diagnostic and Specialty Medicine, University of Bologna,
Bologna, Emilia-Romagna, Italy

14. Dermatology Unit, Surgical, Medical and Dental Department of Morphological Sciences Related to Transplant,
Oncology and Regenerative Medicine, University of Modena and Reggio Emilia, Modena, Italy

15. Clinical Dermatology, Department of Biomedical, Surgical and Dental Sciences, IRCCS Galeazzi Orthopaedic
Institute, Universita degli Studi di Milano, Milan, Italy

16. Section of Clinical, Allergological and Venereological Dermatology, Department of Medicine, University of
Perugia, Perugia, Italy

o

Running title: A survey on CSU treatment; Word count: 1784; References: 19; Tables: 5

All authors have made substantial contributions to ALL of the following: substantial contributions to the
conception or design of the work or the acquisition, analysis, or interpretation of data for the work AND
drafting the work or revising it critically for important intellectual content AND final approval of the version
to be published AND agreement to be accountable for all aspects of the work in ensuring that questions
related to the accuracy or integrity of any part of the work are appropriately investigated and resolved.

Corresponding author: Angelo Valerio Marzano, MD

Dermatology Unit, Fondazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico,
Via Pace, 9 — 20122, Milan, Italy

Mail: angelo.marzano@unimi.it

Fax number: 0255035326

This document is protected by infemational copyright laws. No additional reproduction is authorized. It is permitted for personal use to download and save only one file Qn% print only one
copy of this Article. It is not permifted to make additional copies (either sporadically or systematically, either printed or electronic) of the Article for any purpose. It is not permitted to distibute
the electronic copy of the article through online infemet and/or infranet file sharing systems, electronic mailing or any other means which may allow access fo the Article. The use of all or any
part of the Article for any Commercial Use is not permitted. The creation of derivative works from the Article is not permitted. The production of reprints for personal or commmercial use is not
permitted. It is not permitted fo remove, cover, overlay, obscure, block, or change any copyright nofices or ferms of use which the Publisher may post on the Aricle. It is not permitted to
frame or use framina techniaues to enclose any frademark, loao, or other proprietary information of the Publisher.



COPYRIGHT® EDIZIONI MINERVA MEDICA

Abstract

Background: The therapeutic approaches to patients with chronic spontaneous urticaria (CSU) differ
among health care professionals and may be influenced by many factors.

Obijectives: This cross-sectional survey was aimed at evaluating physicians’ attitudes regarding
therapeutic management of CSU on clinical practice.

Methods: A study-specific questionnaire was administered to a group of physicians (n=21) with a
specialist interest in CSU from different areas of Italy (Group A) and also to other physicians (n=25)
who manage CSU only occasionally in their clinical activity (Group B).

Results: In case of ineffectiveness of second-generation antihistamines at standard doses, higher doses
of the same drug were always or frequently prescribed by most physicians in both groups, and 64%
in group B and one third in group A usually increased the dose up to twice.

Old-generation antihistamines were never used in clinical practice by 14% of survey participants in
group A and 24% in group B, with the remaining physicians reporting rare or occasional uses. The
prescription of systemic corticosteroids appeared to be more common among physicians in group B.
The question concerning the use of alternative drugs in refractory CSU produced different answers
between the two groups. Costs and access to specialist reference centers were indicated as the most
important barriers to the use of medications different from antihistamines.

Conclusions: These preliminary results suggest that therapeutic approaches to CSU seem to be
heterogeneous in clinical practice and could be at least in part conditioned by the different medical

settings where physicians usually work.

Key woRrDs: Chronic spontaneous urticaria; Clinical practice; Guidelines; Treatment;

Antihistamines; Corticosteroids; Omalizumab; Cyclosporine.
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Introduction

Chronic spontaneous urticaria (CSU) is a common mast-cell driven disease characterized by the
spontaneous occurrence of wheals and/or angioedema for more than 6 weeks [1]. CSU significantly
impairs the patients’ quality of life, work productivity and daily activities resulting in high
psychological, social and economic burdens [2]. It is a heterogeneous disorder whose management
can be challenging and frustrating for both physicians and patients.

The therapeutic approaches to CSU patients differ between health care professionals and in various
parts of the world and may be influenced by many factors, including physician’s clinical experience,
medical setting, accessibility to healthcare resources, knowledge of and adherence to urticaria
guidelines [3].

The international European Academy of Allergology and Clinical Immunology/ Global Allergy and
Asthma European Network/European Dermatology Forum/World Allergy Organization
(EAACI/GAZLEN/EDF/WAO) guidelines have recommended a stepwise approach to the treatment
of CSU, delineated in an algorithm, with sequential steps to be implemented depending on the
therapeutic response [1]. The pivotal importance of histamine in the pathogenesis of CSU implies the
central role of Hi-antihistamines (AHs) in the symptomatic treatment. Second-generation
antihistamines (sg-AHSs) at licensed doses are the first-line treatment and up-dosed sg-AHs are the
second-line treatment. In patients unresponsive to sg-AHSs, adding on omalizumab is recommended
as third-line treatment, and adding on cyclosporine is suggested as the fourth step. A short course of
systemic corticosteroids can be considered for acute exacerbation at any time.

The aim of the present study was to evaluate physicians’ attitudes regarding therapeutic management

of CSU.

Methods
A cross-sectional survey was carried out between January and March 2019 sending by e-mail a study-

specific questionnaire to a selected group of physicians with experience in CSU management from
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different areas of Italy. They were asked to provide the information requested in accordance with
their everyday clinical practice. The same questionnaire was administered by the same healthcare
professionals to other physicians belonging to their teams who manage CSU only occasionally in
their clinical practice. Questions covered different aspects of pharmacological treatment of CSU, with
emphasis on the management of refractory cases and use of alternative medications different from
AHs (the complete questionnaire can be provided upon request).

The majority of the data analysis was performed in a descriptive way. In order to analyse differences
between health care professionals based on their level of expertise and knowledge, participants were
divided into two groups: CSU experts (group A) and physicians without regular activities of CSU
management in their practice (Group B). Statistical analysis was performed using the Fisher’s exact

test; P values <0.05 were considered statistically significant.

Results

A total of 46 participants (40 dermatologists, 2 allergists, and 4 allergists and dermatologists)
completed the survey. They declared to manage CSU patients in different settings, such as dedicated
urticaria services (n=18) or non-dedicated services (n=6) within hospital or university clinics, private
practice (n=11) and public outpatient clinics (n=8). A few participants reported mixed types of
medical settings. In the subgroup of 21 CSU experts (group A), 70% of them stated that the
predominant management of CSU patients occurred in dedicated urticaria units. Group B was
composed by 25 dermatologists who occasionally managed CSU patients within three principal
settings: public outpatient clinics (n=8), private practice offices (n=8) or non-dedicated hospital
services (n=6).

The survey results indicated that, in case of ineffectiveness of a first sg-AH at standard doses, higher
doses of the same drug were always or frequently prescribed by 86% of group A physicians (the
experts) and 92% of group B physicians (non-experts), without significant differences of attitudes

between the two groups. Only a minority of respondents did not change the sg-AH (Table I). The sg-
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AH was changed by a significantly higher proportion of physicians in group B as compared to group
A (64% versus 14%, respectively, P=0.0009) (Table I). Dose escalation up to four times the standard
dosage of the sg-AH was performed only by a few physicians (one third in group A and 8% in group
B), whereas 64% in group B and one third in group A usually increased the sg-AH dose up to twice
(Table I).

Old-generation sedating AHs were never used in clinical practice by 14% of survey participants in
group A and 24% in group B, with the remaining physicians reporting rare or occasional uses for
various reasons (Table II). The most common reasons for using sedating AHs were sleep disturbances
and anxiety. Five participants declared to prescribe them when sg-AHs proved to be ineffective.

As concerns systemic corticosteroids (Table 111), CSU experts (group A) described their use in clinical
practice as rare (38%) or occasional (62%). The use of systemic corticosteroids appeared to be more
common among physicians in group B. In fact, 36% of them reported to frequently prescribe
corticosteroids (versus 0% in group A, P=0.0021) and 16% always used them as the first treatment
of CSU. Nearly half of the total respondents indicated acute exacerbations/relevant flares as the
leading cause for prescribing corticosteroids.

The question concerning the use of alternative drugs in CSU refractory to AHs gave rise to extremely
different answers between the two groups (Table V). Among CSU experts, 70% of respondents
designated omalizumab as the first-choice alternative medication after failure of AHs and 72%
cyclosporine as the second-choice alternative drug, with statistically significant differences in
comparison with group B. In group B, the preferred alternative drug in case of refractoriness to AHs
was omalizumab for 28% of physicians, systemic corticosteroids for 36% and cyclosporine for 32%,
, Whereas three quarters of respondents reported omalizumab as the second choice among alternative
medications. A statistically higher proportion of physicians in group B chose systemic corticosteroids
as the preferred alternative treatment. Very few physicians mentioned further alternatives to be used

as third-choice alternative treatments.
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Costs and access to specialist reference centers were indicated as the most important perceived

barriers to treatment of CSU with medications different from AHs (Table V).

Discussion

The international EAACI/GA2LEN/EDF/WAO guidelines recommend a step-by-step approach to the
treatment of CSU [1]. The first-line therapeutic step recommended by the guidelines is the use of the
sg-AHs, because of the low cost, the worldwide availability and the high-quality evidence for efficacy
and safety, documented by several randomized controlled trials.

On the contrary, the international guidelines discourage the use of first-generation AHs for adults and
children because of safety problems and risk of drug interactions. However, sedating AHs continue
to be over-utilized because of their over-the-counter status, availability and longevity [3]. In a cross-
sectional survey study performed in 2009 in German dermatologists, general practitioners and
paediatricians working in private practice, 23% of the respondents stated to use first-generation AHs
as first-line treatment for CSU [4]. The majority of respondents in our survey declared to use first-
generation AHs rarely or occasionally. The most common reasons for using sedating AHs were sleep
disturbances and anxiety.

In case of ineffectiveness of sg-AHs at licensed doses, most physicians in our survey claimed to
prescribe a different sg-AH with variable frequency, more often among those belonging to group B.
In the guideline therapeutic algorithm, a trial of up to fourfold dose of a sg-AH is suggested as second
line. Ever-growing evidence suggests that CSU patients not responding to standard doses of sg-AHs
can benefit from updosing of sg-AHs, although positive results have not been uniformly observed [5-
7]. Moreover, sg-AH updosing corresponds to an off-label approach. Our survey results showed that,
in patients refractory to licensed doses of sg-AHSs, an increase in the dose of the same drug previously
administered at standard dosage was commonly suggested in clinical practice, although dose
escalation up to fourfold was rarely performed. Instead, a double dose was more frequently

prescribed, especially by physicians in group B.
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As concerns systemic corticosteroids, the international guidelines advised against their long-term use
in chronic urticaria and suggested considering only a short course for acute exacerbation at any time
[1]. Previous studies that have analyzed large patient databases, thus reflecting the real-life scenario,
showed high rates of prescriptions of systemic corticosteroids for CSU in clinical practice [8,9].
Treatment with systemic corticosteroids, generally for short periods and for a maximum of 30 days,
was more commonly prescribed by physicians in group B. It is interesting to note that four physicians,
all belonging to group B, indicated systemic glucocorticoids as the first treatment of CSU.

A previous study in our sample documented an overall high rate of knowledge of the
EAACI/GA2LEN/EDF/WAO guidelines and adherence to such guidelines for the management of
CSU in clinical practice [10]. These aspects can influence treatment choices and approaches, resulting
in differences between physicians who regularly follow guidelines and those who do not in everyday
practice [11]. Early studies revealed that physicians who are familiar with the guidelines are less
likely to use first-generation AHs and systemic steroids, suggesting that guideline recommendations
may improve the quality of care [4,12].

In patients unresponsive to sg-AHs at standard or higher doses, the third-line treatment recommended
by guidelines is the addition of omalizumab, while the addition of cyclosporine is suggested as a
further treatment step [1].

With regard to the use of alternative drugs in CSU patients who do not respond to AHSs, different
attitudes emerged between the two groups in our study, reflecting the diversity of medical settings
and access to treatments. It is well known that omalizumab is the only drug indicated for treatment
of CSU refractory to AHs. The efficacy and safety of omalizumab have been demonstrated by several
randomized controlled trials and real-world experiences [13-18]. However, this drug can be
reimbursed in Italy only within selected tertiary referral centers and is prescribed only by physicians
working in such centers. This might be the reason for the lower proportion of physicians who chose
omalizumab as the first choice among alternative drugs in group B, that included dermatologists

mostly working outside tertiary referral centers. This aspect can also justify the propensity among

This document is protected by infemational copyright laws. No additional reproduction is authorized. It is permitted for personal use to download and save only one file QnZi print only one
copy of this Article. It is not permifted to make additional copies (either sporadically or systematically, either printed or electronic) of the Article for any purpose. It is not permitted to distibute
the electronic copy of the article through online infemet and/or infranet file sharing systems, electronic mailing or any other means which may allow access fo the Article. The use of all or any
part of the Article for any Commercial Use is not permitted. The creation of derivative works from the Article is not permitted. The production of reprints for personal or commmercial use is not
permitted. It is not permitted fo remove, cover, overlay, obscure, block, or change any copyright nofices or ferms of use which the Publisher may post on the Aricle. It is not permitted to
frame or use framina techniaues to enclose any frademark, loao, or other proprietary information of the Publisher.



COPYRIGHT® EDIZIONI MINERVA MEDICA

physicians in this group to prescribe cyclosporine or systemic corticosteroids to patients refractory to
AHs.

Costs and access to specialist reference centers were indicated as the most important perceived
barriers to treatment of CSU with medications different from AHs. Safety issues were recognized as
less important factors influencing the need of alternative medications.

Our study shows several limitations, including the very limited size of the sample and selection bias,
as well as the use of a non-validated questionnaire. Moreover, it—recruited a preponderant part of
dermatologists was recruited. A previous study found differences between healthcare professionals
with diverse specialties with regard to guidelines used, diagnostic work-up and management of
chronic urticaria [19].

These results however suggest that the different medical settings where physicians usually work can
strongly influence therapeutic approaches and implementation of guideline recommendations. Larger
studies with representative samples and validated instruments are necessary to corroborate these

preliminary findings.
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TABLE |. - Treatment with sg-AHs for CSU in clinical practice: Approaches in case of
ineffectiveness of standard doses.

Group A Group B

(n=21) (n=25) P value
Change of the sg-AH
Never 1 (5%) 2 (8%) 1
Rarely 2 (10%) 0 0.2029
Sometimes 12 (57%) 4 (16%) 0.0053
Frequently 3 (14%) 3 (12%) 1
Always 3 (14%) 16 (64%) 0.0009
Increase in the dose of the same sg-AH
Never 0 0 1
Rarely 0 1 (4%) 1
Sometimes 3 (14%) 1 (4%) 0.318
Frequently 6 (29%) 3 (12%) 0.2639
Always 12 (57%) 20 (80%) 0.1172
Maximum dose usually prescribed for updosing
Up to twofold 7 (33.3%) 16 (64%) 0.0122
Up to threefold 7 (33.3%) 7 (28%) 0.7533
Up to fourfold 7 (33.3%) 2 (8%) 0.059

CSU= chronic spontaneous urticaria; sg-AH= second-generation Hj-antihistamine

TABLE Il. - Treatment with sedating first-generation AHs for CSU in clinical practice.

Group A Group B
(n=21) (n=25) P value
Use in clinical practice
Never 3 (14%) 6 (24%) 0.7119
Rarely 14 (67%) 5 (20%) 0.0029
Sometimes 4 (19%) 14 (56%) 0.0409
Frequently 0 0 1
Always 0 0 1
Main reasons for use (n=37)
insomnia/sleep disturbances 22%
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anxiety 22%
ineffectiveness of sg-Ahs 13.5%
nocturnal itch/interference of CSU symptoms with sleep 8%
induction of sedation 5.5%
persistent itch 3%
psychogenic component 3%
not specified 23%

AHs= H;-antihistamines; CSU= chronic spontaneous urticaria; sg-AHs= second-generation Hj-antihistamines

TABLE IlI. - Treatment with systemic corticosteroids for CSU in clinical practice.

Group A Group B
(n=21) (n=25) P value

Use in clinical practice

Never 0 0 1

Rarely 8 (38%) 4 (16%) 0.1067
Sometimes 13 (62%) 8 (32%) 0.0739
Frequently 0 9 (36%) 0.0021
Always 0 4 (16%) 0.1093

Main reasons for use*

acute exacerbations/relevant flares 50%
angioedema 22%
diffuse and/or giant wheals 17%
as first treatment 9%
refractoriness to AHs 4%
refractoriness to other drugs (various or unspecified) 6.5%
emergency situations 2%
contraindications to the use of cyclosporine 2%
dyspnea 2%
severe CSU with marked impact on the quality of life 2%
not specified 2%

Average duration of treatment

<7 days 12 (26%)
8-10 days 10 (22%)
11-14 days 8 (17%)
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> 14 days up to 30 days 10 (22%)
not specified 6 (13%)

* Each participant reported > 1 item; ~ Extremely variable ranges were reported
AHs= H;-antihistamines; CSU= chronic spontaneous urticaria

TABLE IV. - Alternative medications for CSU patients unresponsive to AHs in clinical practice.

Group A Group B P value
First choice (n=21) (n=25)
Omalizumab 15 (70%) 7 (28%) 0.007
Systemic corticosteroid 2 (10%) 9 (36%) 0.0449
Cyclosporine 2 (10%) 8 (32%) 0.0839
Leukotriene antagonist 2 (10%) - 0.2029
Ketotifene - 1 (4%) 1
Second choice (n=18) (n=16)
Cyclosporine 13 (72%) 4 (25%) 0.0149
Omalizumab 3 (17%) 12 (75%) 0.0994
Systemic corticosteroid 2 (11%) - 0.4866
Third choice (n=9) (n=3)
Omalizumab - 2 -
Systemic corticosteroid 2 - -
Leukotriene antagonist 2 - -
Azathioprine 2 - -
Cyclosporine 1 1 -
Metotrexate 1 - -
Dapsone 1 - -

AHs= H;-antihistamines; CSU= chronic spontaneous urticaria
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TABLE V. - Perceived barriers to treatment of CSU with drugs other than AHs.

Item %
Costs 69.5
Access to specialist reference centers 63
Tolerability/safety profile 26
Quality of the available evidence 4
Others (to be specified)

poor experience with biological therapy

contraindications to the use of cyclosporine

reluctance of patients towards alternative therapies

impossibility of prescribing biological therapy within the medical setting

O N N NN

Not specified

Each participant reported > 1 item
AHs= Hi-antihistamines; CSU= chronic spontaneous urticaria
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