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SUPPORTING INFORMATION

Additional supporting information may be found online in the
Supporting Information section at the end of the article.
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CHILD investigators include the following: Subbarao P (Director),
The Hospital for Sick Children & University of Toronto; Turvey SE,
University of British Columbia (co-Director), Anand SS, McMaster
University; Azad M, University of Manitoba; Becker AB, University
of Manitoba; Befus AD, University of Alberta; Brauer M, University
of British Columbia; Brook JR, University of Toronto; Chen E, North-
western University, Chicago; Cyr M, McMaster University; Daley D,
University of British Columbia; Dell SD, The Hospital for Sick Chil-
dren & University of Toronto; Denburg JA, McMaster University;
Duan Q, Queen’s University; Eiwegger T, The Hospital for Sick Chil-
dren & University of Toronto; Grasemann H, The Hospital for Sick
Children & University of Toronto; K HayGlass, University of
Manitoba; Hegele RG , The Hospital for Sick Children & University
of Toronto; Holness DL, University of Toronto; Hystad P, Oregon
State University; Kobor M, University of British Columbia; Kollman
TR, University of British Columbia; Kozyrskyj AL, University of
Alberta; Laprise C, Université du Québec a Chicoutimi; Lou WYW,
University of Toronto; Macri J, McMaster University; Mandhane PJ,
University of Alberta; Miller G, Northwestern University, Chicago;
Moraes TJ, The Hospital for Sick Children & University of Toronto;
Paré, University of British Columbia; Ramsey C, University of Mani-
toba; Ratjen F, The Hospital for Sick Children & University of Tor-
JA  Scott,
University of Toronto; Scott J, University of Toronto; Sears MR,

onto; Sandford A, University of British Columbia;

(Founding Director), McMaster University; Silverman F, University of
Toronto; Simons E, University of Manitoba; Takaro T, Simon Fraser
University; Tebbutt S, University of British Columbia; To T, The
Hospital for Sick Children & University of Toronto.
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Updosing of bilastine is effective in moderate to severe
chronic spontaneous urticaria: A real-life study

To the Editor,

We report an open-label study of the effects of bilastine at 20, 40
and 80 mg daily for 2 weeks on the signs and symptoms of
chronic spontaneous urticaria (CSU) in patients who had not

responded sufficiently to licensed doses of other H4-antihistamines.

The study was designed to mimic the real-life situation in which
the antihistamine dose is increased gradually up to fourfold the
licensed dose, depending on the effectiveness of the previous dose.
Its limitations include the relatively small number of patients and

uncontrolled design.

Check for
updates


http://crossmark.crossref.org/dialog/?doi=10.1111%2Fall.13494&domain=pdf&date_stamp=2018-07-17
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Bilastine is an Hi-antihistamine with high selectivity for his-
tamine Hj-receptors, undergoes negligible metabolism and does not
interact with the cytochrome P450 metabolic system. Being a sub-
strate for p-glycoprotein, its passage across the blood-brain barrier is
limited making it a practically “nonsedating” Hy-antihistamine.® Bilas-
tine is highly effective even when used at the standard dose of
20 mg daily.! In wheal and flare studies and in urticaria, updosing to
twofold and fourfold, as suggested by the EAACI/GAZLEN/EDF/
WAOQO guideline for patients who are unresponsive to a single
licensed dose,? showed bilastine to have increased effectiveness.®™

Twenty-nine CSU patients, 23 females, median age 51 (range
20-85) years, were recruited. All had been referred to the Dermatol-
ogy Department at Charité with moderate to severe CSU
(UAS7 > 14) that had not been treated successfully with an Hi-anti-
histamine (other than bilastine) in licensed dose. The mean (£SEM)
duration of their disease was 58.7 &+ 94.1 months. This study was
approved by the Berlin ethics committee (14/0150-EK 10). All volun-
teers gave written informed consent to be included in the study.

Following a 2-week baseline period, during which only rescue
medication of bilastine 20 mg was allowed, there were 3 treatment
periods each of 2 weeks. During the first treatment period, all 29
patients took 20 mg bilastine orally each day. At the end of this per-
iod, all patients with a complete response (UAS7 < 3) were discon-
tinued from further analysis. The remaining 23 patients went on to
the second treatment period during which they took 40 mg bilastine
daily. Again, at the end of this period, all patients with UAS7 < 3
were discontinued from further analysis and the remaining 21
patients went on to the third treatment period during which they
took 80 mg bilastine daily. During each period, patients made daily
recordings of their urticaria activity score (UAS) and documented
any adverse responses. At the end of each period, the patients
underwent a physical examination and their UAS7? was calculated
for the last 7 days. Rescue medication of 20 mg bilastine was
allowed only during the baseline period.

Following 20 mg bilastine daily for 2 weeks, the mean (£SEM)
UAS7 (Figure 1A) fell from a baseline value of 24.3 + 1.5 to
15.3 & 2.1. This fall of 37% was highly significant (P <.001). The
corresponding falls in the pruritus and wheal components were 44%
and 29%, respectively. Figure 2A shows that before treatment 26
patients (84%) had moderate or severe disease activity and only 5
(16%) had mild disease activity. Following 20 mg bilastine, 18
patients (58%) had minimal-activity urticaria or mild-activity urticaria
and 3 were completely symptom-free (UAS7 = 0). The number of
patients with minimal urticaria or mild disease activity was signifi-
cantly (P =.0001) higher following 20 mg bilastine daily than at
baseline (Fisher's exact test).

Updosing to 40 mg bilastine (Figure 1B) produced a further mean
UAS7 fall from 18.7 4+ 1.8 to 14.4 4+ 1.5 (Figure 1B). This 23% fall
was statistically significant (P = .002). The corresponding falls in the
pruritus and wheal components were 24% and 17%, respectively.
Figure 2B shows that, after taking 40 mg bilastine for 2 weeks, there
were no patients with severe disease activity (P < .01 compared with
20 mg). Furthermore, 3 patients became symptom-free.
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Figure 1. UAS?7 levels illustrating the beneficial effects of bilastine
in CSU. Panel A, shows mean + SEM for UAS7 in 29 untreated CSU
patients and following 2-wk treatment with 20 mg bilastine. Panel B,
shows mean + SEM for UAS7 following 2-wk treatment with 40 mg
bilastine of 23 patients who were nonresponders (UAS7 > 3) with
20 mg bilastine. Panel C, shows mean + SEM for UAS7 following 2-
wk treatment with 80 mg bilastine of 21 patients who were
nonresponders (UAS7 > 3) with 40 mg bilastine [Colour figure can
be viewed at wileyonlinelibrary.com]
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Figure 2. CSU patients’ symptom severity levels following
treatment with bilastine. Panel A, shows results from 29 untreated
CSU patients and following 2-wk treatment with 20 mg bilastine.
Panel B, shows results following 2-wk treatment with 40 mg
bilastine of 23 patients who were nonresponders (UAS7 > 3) with
20 mg bilastine. Panel C, shows results following 2-wk treatment
with 80 mg bilastine of 21 patients who were nonresponders
(UAS7 > 3) with 40 mg bilastine. Colours for patient severity are as
follows: red = severe-activity urticaria (UAS7 28-42);

orange = moderate-activity urticaria (UAS7 16-27); yellow = mild-
activity urticaria (UAS7 7-15); green = minimal-activity urticaria
(UAS7 1-6); and white = urticaria-free (UAS7 = 0) [Colour figure can
be viewed at wileyonlinelibrary.com]

Further updosing to 80 mg bilastine produced a small fall in
mean UAS7 from 16.7 + 1.2 to 15.5 & 1.4 (Figure 1C). This 7% fall
was not statistically significant. The corresponding falls in the pruri-

tus and wheal components were 0% and 12%, respectively.
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Figure 2C shows that following 80 mg bilastine 1 patient had mini-
mal-activity urticaria and 2 additional patients only mild-activity urti-
caria. Interestingly, 11 patients still had moderate-activity urticaria
showing them to be poor responders to Hj-antihistamine therapy.
This has been noted in previous updosing studies in CSU.6™

Bilastine appeared to be safe and well tolerated confirming previ-
ous studies.r® No treatment-related serious adverse reactions
occurred in the study. Tiredness was reported by 6 patients on
20 mg bilastine but only by 1 each at 40 or 80 mg suggesting that
this is unlikely to be drug-related but rather an effect of the disease
itself. This is in line with the fact that undertreatment of urticaria
has an effect on performance and that a modern H;-antihistamine
like bilastine can restore these cognitive functions.

The effectiveness of 20 mg bilastine confirms previous CSU stud-
ies in Europe, South America and Japan.® The benefit of updosing to
40 mg bilastine confirms the results of a cold urticaria study.* Interest-
ingly, pruritus appeared to be more sensitive to bilastine with 55%
inhibition being reached at 40 mg with no increase thereafter. In con-
trast, wheal inhibition was only 42% at 40 mg and increased to 51% at
80 mg. Post hoc analysis of the ten worst affected patients
(UAS7 > 18) showed the mean UAS7 to fall 25% on increasing bilas-
tine from 40 to 80 mg (P =.02) indicating that severely affected
patients are most likely to benefit from updosing to 80 mg bilastine.

In conclusion, bilastine at standard dose is an effective Hq-anti-
histamine in relieving the symptoms of CSU in difficult-to-treat
patients who had not responded to licensed doses of Hj-antihista-
mines. Updosing to double the licensed dose of bilastine appeared
to be sufficient for the majority of CSU patients with only a propor-
tion of the more severely affected patients benefiting from a four-
fold increase in dose.

CONFLICT OF INTERESTS

Karsten Weller is or recently was a speaker and/or advisor for Dr.
Pfleger, Uriach, UCB, Moxie and Novartis. Martin Church has been a
speaker or consultant for Almirall, FAES FARMA S.A., Menarini,
Moxie, MSD, Novartis, UCB Pharma, Sanofi-Aventis and Uriach.
Tomasz Hawro has no conflict of interest. Sabine Altrichter has con-
ducted studies for Allakos, GSK, Moxie and Novartis. Luis Labega is
a member of the medical department of FAES FARMA S.A. Markus
Magerl is or recently was a speaker and/or advisor for Moxie and
Novartis. Martin Metz has been a speaker and/or consultant for
Bayer Pharma, Moxie, Novartis and Uriach. Torsten Zuberbier has
consulted and had research grants and/or honoraria from AstraZe-
neca, AbbVie, ALK, Almirall, Astellas, Bayer Health Care, Bencard,
Berlin Chemie, FAES FARMA S.A, HAL, Henkel, Kryolan, Leti, L'Or-
eal, Meda, Menarini, Merck, MSD, Novartis, Pfizer, Sanofi, Stallerge-
nes, Takeda, Teva and UCB. Marcus Maurer is or recently was a
speaker and/or advisor for and/or has received research funding
from Allakos, Aralez, Genentech, GSK, Menarini, Merckle Recordati,
Moxie, Novartis, Sanofi, MSD and Uriach.

Allergy:z: 2 _WI LEYm

ORCID

K. Weller " http://orcid.org/0000-0003-4437-0313

S. Altrichter http://orcid.org/0000-0001-9955-385X
T. Zuberbier http://orcid.org/0000-0002-1466-8875
M. Maurer http://orcid.org/0000-0002-4121-481X

K. Weller!
M. K. Church?
T. Hawro?
S. Altrichter!
L. Labeaga?
M. Mageri?
M. Metz*
T. Zuberbier®
M. Maurert

1Department of Dermatology and Allergy, Charité - Universitdtsmedizin
Berlin, Berlin, Germany
2Medical Department, FAES FARMA SA, Leioa (Bizkaia), Spain

Email: karsten.weller@charite.de

REFERENCES

1. Church MK. Safety and efficacy of bilastine: a new H(1)-antihistamine
for the treatment of allergic rhinoconjunctivitis and urticaria. Expert
Opin Drug Saf. 2011;10:779-793.

2. Zuberbier T, Aberer W, Asero R, et al. The EAACI/GA(2)LEN/EDF/
WAO guideline for the definition, classification, diagnosis and man-
agement of wurticaria. The 2017 revision and update. Allergy.
2018;73:1393-1414

3. Church MK, Labeaga L. Bilastine: a new H1 -antihistamine with an
optimal profile for updosing in urticaria. J Eur Acad Dermatol Venereol.
2017;31:1447-1452.

4. Krause K, Spohr A, Zuberbier T, Church MK, Maurer M. Up-dosing
with bilastine results in improved effectiveness in cold contact urti-
caria. Allergy. 2013;68:921-928.

5. Church MK. Comparative inhibition by bilastine and cetirizine of his-
tamine-induced wheal and flare responses in humans. Inflamm Res.
2011;60:1107-1112.

6. Staevska M, Popov TA, Kralimarkova T, et al. The effectiveness of
levocetirizine and desloratadine in up to 4 times conventional doses
in difficult-to-treat urticaria. J Allergy Clin Immunol. 2010;125:676-
682.

7. Dubertret L, Zalupca L, Cristodoulo T, et al. Once-daily rupatadine
improves the symptoms of chronic idiopathic urticaria: a randomised,
double-blind, placebo-controlled study. Eur J Dermatol. 2007;17:223-
228.

8. Siebenhaar F, Degener F, Zuberbier T, Martus P, Maurer M.
High-dose desloratadine decreases wheal volume and improves
cold provocation thresholds compared with standard-dose treat-
ment in patients with acquired cold urticaria: a randomized, pla-
cebo-controlled, crossover study. J Allergy Clin Immunol.
2009;123:672-679.

9. Guillen-Aguinaga S, Jauregui Presa |, Aguinaga-Ontoso E, Guillen-
Grima F, Ferrer M. Updosing nonsedating antihistamines in patients
with chronic spontaneous urticaria: a systematic review and meta-
analysis. Br J Dermatol. 2016;175:1153-1165.


http://orcid.org/0000-0003-4437-0313
http://orcid.org/0000-0003-4437-0313
http://orcid.org/0000-0003-4437-0313
http://orcid.org/0000-0001-9955-385X
http://orcid.org/0000-0001-9955-385X
http://orcid.org/0000-0001-9955-385X
http://orcid.org/0000-0002-1466-8875
http://orcid.org/0000-0002-1466-8875
http://orcid.org/0000-0002-1466-8875
http://orcid.org/0000-0002-4121-481X
http://orcid.org/0000-0002-4121-481X
http://orcid.org/0000-0002-4121-481X

