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Dear editor
It is with interest that we read the paper “Treatment of allergic rhinitis and urticaria: 

a review of the newest antihistamine drug bilastine” by Wang et al,1 in which the 

authors provide insights into the burden of allergic diseases in the Asia-Pacific region. 

Unfortunately, we found that the review provides some unsubstantiated information, 

incorrect statements, and/or data inconsistencies as listed below.

The abstract states that bilastine “has very low potential for drug–drug interac-

tions”; however, the drug label lists interactions with ketoconazole, erythromycin, 

diltiazem, and other intestinal efflux transporters, leading to 2–3-fold increases in 

drug maximum serum concentration and area under the curve.2 Also, food interactions 

decrease bilastine’s bioavailability by 30%, and the label recommendation is that it is 

taken 1 hour before or 2 hours after intake of food or fruit juice.2

Table 2 presents a comparison between widely used antihistamines; however, 

the +++ score for bilastine’s H1-selectivity is not substantiated by the provided 

reference.2 Also, the highest Allergic rhinitis and its impact on asthma (ARIA)3 score 

attributed to bilastine in Table 2 is in contrast to the information provided in Table 1; 

ie, bilastine does not have higher potency or efficacy than other antihistamines (dem-

onstrated by several studies4–8); has clinically relevant interactions with food;2 has the 

same indications and is effective on the same symptoms as other antihistamines;2 has 

only one pediatric study;9 and its side effect profile2 and pharmacodynamic properties 

are similar to other antihistamines.2 Many papers have reported that it has efficacy and 

safety similar to cetirizine,4,7,8 desloratadine,5 fexofenadine,8 and levocetirizine.6

Table 2 contains incorrect information about the age groups of the pediatric indica-

tions for cetirizine and levocetirizine, both of which are approved by the US Food and 

Drug Administration for use in children as young as 6 months of age.10,11 Also, Table 

2 inaccurately states that bilastine has no contraindications; according to the product 

label,2 “hypersensitivity to the active substance or to any of the excipients […]” is a 

contraindication.

The section “Bilastine efficacy” states that “the bilastine clinical trial program was 

designed before the publication of the 2001 ARIA guidelines, so the patient inclusion 

criteria were based on the former classification of seasonal and perennial allergic rhini-

tis”; however, this seems to be in contrast to the information on www.ClinicalTrials.gov, 

where the oldest bilastine study has a start date of April 2003;12 and the other bilastine 

studies appear with start dates of 2004 through 2016.

A 12-month open-label safety analysis7 was described by the authors as “the 

longest analysis to date with any antihistamine”; however, safety analyses from 
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double-blind randomized trials with cetirizine,13 loratadine,14 

and levocetirizine15 over periods of 12–18 months of treat-

ment have already been published.

The section “No QTc prolongation” states that “to date, 

bilastine is the only commercially available anti histamine 

that has been tested using the stringent ICH E/14 criteria 

for effects on QT interval”. This is incorrect as a publication 

in 2007 presented data from an ICH E-14 QT study with 

levocetirizine.16

The section “Lack of sedation” is misleading, since the 

bilastine product label2 lists somnolence as a “common” 

adverse event (ie, occurring in 1%–10% of patients), which is 

supported by data from several clinical trials reporting somno-

lence rates with bilastine of 5.8%,6 3.9%,5 3.7%,7 and 1.8%.4

Figure 9 incorrectly presents that updosing with bilastine 

(80 mg) appears to have 2 to 3 times as many responders 

as those treated with desloratadine 20 mg or levocetirizine 

20 mg. These data come from two clinical trials17,18 with 

completely different designs, and therefore direct compari-

son between them is inappropriate. The bilastine data come 

from a provocation test in subjects without symptoms at 

the time of study recruitment, whereas the levocetirizine 

and desloratadine data come from a real clinical trial with 

difficult-to-treat urticaria patients. Also, the original paper 

reported 12 patients (~30%) as responders (symptom-free) on 

levocetirizine 20 mg and 1 responder (,3%) on desloratadine 

20 mg. In addition, Figure 9 uses another review article19 as 

a reference, instead of the primary publications.17,18

As there is an unmet need in the management of allergic 

rhinitis in the Asia-Pacific region, we welcome novel treat-

ment options. However, based on the available data, there 

is no evidence to suggest that bilastine provides superior 

clinical efficacy to other commonly used second-generation 

antihistamines.4–8

Disclosure
Jürgen WG Bentz and Rossen Boev are employees of UCB 

Pharma, the manufacturer of levocetirizine and cetirizine. 

The authors report no other conflicts of interest in this 

communication.
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Dear editor
Thank you for the opportunity to review the content of the 

letter by Bentz and Boev in response to our article entitled 

“Treatment of allergic rhinitis and urticaria: a review of the 

newest antihistamine drug bilastine”.1 Below is a point-by-

point response to the letter.

The abstract states that bilastine “has very low potential for 

drug–drug interactions”; however, the drug label lists inter-

actions with ketoconazole, erythromycin, diltiazem, and 

other intestinal efflux transporters, leading to 2- to 3-fold 

increases in drug C
max

 and area under the curve. Also, food 

interactions decrease bilastine’s bioavailability by 30%, and 

the label recommendation is that it is taken 1 hour before 

or 2 hours after intake of food or fruit juice.

Response: The complete sentence in the abstract says, 

This agent does not interact with the cytochrome P450 

enzyme system and does not undergo significant metabo-

lism in humans, suggesting that it has a very low potential 

for drug–drug interactions.

As the authors note, there is some potential for interac-

tions with intestinal efflux transporters. It would have been 

more accurate to have stated in the abstract that bilastine 

has a very low potential for hepatic drug–drug interactions. 

Thank you for pointing this out. On the other hand, taken in 

the context of the whole sentence discussing hepatic enzyme 

systems and metabolism, we believe that the nature of the 

drug–drug interactions was implicit.

Table 2 presents a comparison between widely used antihis-

tamines, however, the +++ score for bilastine’s H1-selectivity 

is not substantiated by the provided reference. Also, the high-

est Allergic rhinitis and its impact on asthma (ARIA) score 

attributed to bilastine in Table 2 is in contrast to the informa-

tion provided in Table 1; ie, bilastine does not have higher 

potency or efficacy than other antihistamines (demonstrated 

by several studies); has clinically relevant interactions with 

food; has the same indications and is effective on the same  

symptoms as other antihistamines; has only one pediatric 

study; and its side effect profile and pharmacodynamic prop-

erties are similar to other antihistamines. Many papers have 

reported that it has efficacy and safety similar to cetirizine,  

desloratadine, fexofenadine, and levocetirizine.

Response: Table 2 is primarily based on the Summary 

of Product Characteristics for each agent. We believe that 

the high score for bilastine can be justified based on the 

number of favorable ARIA characteristics it shows, includ-

ing the H
1
-selectivity score, which can be justified based on 

published data. The other characteristics that Bentz and Boev 

point out (same indications as other antihistamines, lack of 

pediatric indication, food interaction) are all listed in Table 

2 for bilastine. Bentz and Boev report:

its side effect profile and pharmacodynamic properties 

are similar to other antihistamines. Many papers have 

reported that it has efficacy and safety similar to cetirizine,  

desloratadine, fexofenadine, and levocetirizine.

Table 2 makes no claims about the comparative efficacy 

or side effect profile of the antihistamines. Rather it describes 

their approved indications and pharmacological profile. An 

important differentiating feature of bilastine is the lack of a 

need for dosage adjustment in patients with renal or hepatic 

failure, which contributes to its high score.2

Table 2 contains incorrect information about the age groups 

of the pediatric indications for cetirizine and levocetiriz-

ine, both of which are approved by the US Food and Drug 

Administration for use in children as young as 6 months 

of age.10,11 Also, Table 2 inaccurately states that bilastine 

has no contraindications; according to the product label, 

“hypersensitivity to the active substance or to any of the 

excipients […]” is a contraindication.

Response: Table 2 is based on the European labels for the 

antihistamines. We believe that the pediatric indications listed 

in the table are accurate according to the reference cited. With 

regard to the contraindications, all agents are contraindicated 
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in people with sensitivity to the ingredients, and so this was 

not specified in the table as it applies to all antihistamines 

(and indeed all drugs). You will note that the same principle 

has been applied to describing the contraindications for 

desloratadine, fexofenadine, and loratadine.

Section “Bilastine efficacy” states that “the bilastine clinical 

trial program was designed before the publication of the 

2001 ARIA guidelines, so the patient inclusion criteria were 

based on the former classification of seasonal and peren-

nial allergic rhinitis”; however, this seems to be in contrast 

to the information on www.ClinicalTrials.gov, where the 

oldest bilastine study has a start date of April 2003; and 

the other bilastine studies appear with start dates of 2004 

through 2016.

Response: The sentence is not inaccurate. Planning for the 

clinical trial program began well in advance of the initiation 

of the first trial in April 2003. At the time that the clinical 

trial program was planned, the 2001 ARIA guidelines had 

not yet been published, and the patient inclusion criteria were 

based on the former classification of seasonal and perennial 

allergic rhinitis.

A 12-month open-label safety analysis was described 

by the authors as “the longest analysis to date with any 

antihistamine”; however, safety analyses from double-

blind randomized trials with cetirizine, loratadine, and  

levocetirizine over periods of 12–18 months of treatment 

have already been published.

Response: We apologize for this error and would welcome 

publication of an erratum clarifying this issue.

The section “No QTc prolongation” states that “to date, 

bilastine is the only commercially available antihistamine 

that has been tested using the stringent ICH E-14 criteria 

for effects on QT interval”. This is incorrect as a publica-

tion in 2007 presented data from an ICH E-14 QT study 

with levocetirizine.

Response: We apologize for this error and would welcome 

publication of an erratum clarifying this issue.

The section title “Lack of sedation” is misleading, since 

the bilastine product label2 lists somnolence as a “com-

mon” adverse event (ie, occurring in 1%–10% of patients), 

which is supported by data from several clinical trials 

reporting somnolence rates with bilastine of 5.8%, 3.9%, 

3.7%, and 1.8%.

Response: This section of the manuscript describes 

several studies demonstrating a lack of effect on objec-

tive measures of psychomotor performance with bilastine. 

Although Bentz and Boev are right to point out that som-

nolence has occurred in between 1% and 10% of patients 

receiving bilastine in clinical trials, the rate of somnolence 

with bilastine is no higher than with placebo.2 Therefore, in 

our opinion, the heading is not inaccurate.

Figure 9 incorrectly presents that updosing with bilastine 

(80 mg) appears to have 2 to 3 times as many responders 

as those treated with desloratadine 20 mg or levocetirizine 

20 mg. These data come from two clinical trials with com-

pletely different designs, and therefore direct comparison 

between them is inappropriate. The bilastine data come 

from a provocation test in subjects without symptoms at 

the time of study recruitment, whereas the levocetirizine 

and desloratadine data come from a real clinical trial with 

difficult-to-treat urticaria patients. Also, the original paper 

reported 12 patients (~30%) as responders (symptom-

free) on levocetirizine 20 mg and 1 responder (,3%) on 

desloratadine 20 mg. In addition, Figure 9 uses another 

review article as a reference, instead of the primary  

publications.

Response: Figure 9 in our article presents data from an 

indirect comparison of data from several clinical trials, which 

was written by Sánchez-Borges et al3 and published in World 

Allergy Journal. It is described thus in our paper: 

A comparison of clinical trial data for second-generation 

antihistamines in chronic urticaria suggests that this bilastine 

dosage is significantly more effective than supratherapeutic 

dosages of desloratadine and levocetirizine (Figure 9).

The data presented in Figure 9 are as they appear in the 

indirect comparison paper by Sánchez-Borges et al.3 The 

Sánchez-Borges et al3 paper is described as a review by 

Bentz and Boev in this letter, yet it is labeled by the journal 

that published it as “original research”, presumably because 

they applied comparative analysis to previously published 

data. Although we could have sourced the original papers 

on which the indirect comparison was based, as suggested 

by Bentz and Boev in this letter, to verify the findings of 

the Sánchez-Borges et al analysis, we had no reason to sus-

pect that the Sánchez-Borges et al analysis misrepresented 

the original findings, and our description of the analysis 

(as a comparison of clinical trial data) does not overstate 

the Sánchez-Borges et al conclusions. In our opinion, this 
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criticism of the interpretation of these data should be leveled 

at the authors of the indirect comparison (Sánchez-Borges  

et al3), and as yet we were unable to find any correspondence 

indicating that this has taken place.

Disclosure
The authors report no conflicts of interest in this commu-

nication.
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