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In India, the burden of allergic rhinitis (AR) is enormous, comprising 55% of all
patients with allergies. Intranasal corticosteroids are the recommended first-
line therapy for patients with moderate-to-severe AR, particularly when nasal
congestion is the predominant symptom. However, second-generation
antihistamines are the first line of treatment in mild AR and effectively
improve symptoms, such as sneezing, itching, and rhinorrhoea. Bilastine is
a second-generation H1-antihistamine indicated for the symptomatic treatment
of allergic rhinoconjunctivitis in adults and adolescents over 12 years of age.
Though it is an effective individual molecule for the management of AR,
studies have shown that synergistic combination therapy of bilastine-
montelukast has a dual action on early- and late-phase allergic reactions in
AR patients with concomitant asthma. An advisory board meeting was
conducted (on a virtual platform) to gain insights from Indian experts on
the following: (i) burden of AR and AR with concomitant asthma in Indian
settings; (ii) current unmet needs; and (iii) role and positioning of bilastine and
bilastine plus montelukast combination in the management of AR and AR with
concomitant asthma in adults and adolescents over 12 years of age. The experts
shared their opinions based on the available scientific evidence and/or clinical
expertise or experience. In this article, we have summarized the highlights of
the expert panel discussion and available evidence for each of these topics.
KEYWORDS: allergic rhinitis, antihistamine, asthma, expert opinion, guidelines,
India, management
Key Message: Bilastine is a second-generation H1-antihistamine indicated for
the symptomatic treatment of allergic rhinoconjunctivitis in adults and
adolescents over 12 years of age. Montelukast, a highly selective cysteinyl
leukotriene type-1 (CysLTR1) antagonist, is used to control and prevent
symptoms of asthma and allergic rhinitis. The synergistic combination of
bilastine plus montelukast has a dual action and is an attractive treatment
option in allergic rhinitis patients with hyperreactive airway disease such as
asthma. Both classes of drugs are required for achieving better results.
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INTRODUCTION

A llergic respiratory diseases have become a major
health distress globally, with India being no

exception.[1] Allergic diseases, such as bronchial
asthma, atopic rhinitis, dermatitis, urticaria, ocular
allergy and life-threatening anaphylaxis, affect a
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substantial population of all ages in different parts of
India.[1] According to the World Allergy Organization,
the global prevalence of allergy ranges between 10% and
40% across all age groups.[2] In India, the burden of
allergic rhinitis (AR) is enormous, comprising 55% of
all patients with allergies.[3] The reported incidence of AR
in India ranges between 20% and 30%.[3] Current
management options for AR include allergen avoidance,
use of immunotherapy, and antiallergic medications for
symptomatic relief.[4,5] Intranasal glucocorticosteroids are
recommended as first-line therapy for patients with
moderate-to-severe AR, particularly when nasal
congestion is the predominant symptom.[6] Second-
generation H1-antihistamines are the first line of
treatment in mild-to-moderate AR and effectively
improve symptoms, such as sneezing, itching, and
rhinorrhoea.[6-8] Bilastine, a second-generation H1-
antihistamine, is indicated for the symptomatic
treatment of allergic rhinoconjunctivitis (ARC)
characterized by rhinorrhoea, sneezing, and nasal itch in
adults and adolescents over 12 years of age.[8,9]

Montelukast is a leukotriene receptor antagonist
(LTRA) with similar benefits as antihistamines when
used as monotherapy for the treatment of seasonal AR
(SAR).[10] The drug has a high affinity for the cysteinyl
leukotriene type-1 (CysLT1) receptor and a targeted dual
mechanism of action (bronchodilator and anti-
inflammatory effects) to control and prevent symptoms
caused by asthma (such as wheezing and shortness of
breath) and AR.[11] The synergistic combination of
bilastine-montelukast therapy can have a dual action on
early- and late-phase allergic reactions in AR patients.
Both drugs in combination can be used in the treatment of
AR and mild-to-moderate asthma. In this article, we have
reviewed the burden of AR and AR with concomitant
asthma in India. We have gathered and summarized key
information on the role and positioning of bilastine and
bilastine plus montelukast combination in the management
of AR and AR with concomitant asthma in adults and
children, based on the expert panel discussion.

METHODOLOGY

An advisory board meeting was convened on 8 June 2021,
on a virtual platform, to gain insights from experts on AR
and its management. The members of the advisory board
were selected to best represent the breadth of knowledge
and clinical experience in the field of allergy and
immunology from all over India. The key purpose of
the meeting was to (i) understand the burden of AR and
ARwith concomitant asthma in Indian settings; (ii) discuss
guideline recommendations and current unmet needs; and
(iii) gain insights into the role and positioning of bilastine
and bilastine plus montelukast combination in the
management of AR and AR with concomitant asthma in
2 The Journal of Association of Chest Physicians ¦ Volume 11 ¦
adults and adolescents over 12 years of age. A literature
review was carried out based on data from the PubMed
Database to identify relevant articles between January
2001 and June 2021 using keywords, such as “India,”
“adults,” “children,” “burden,” “allergic rhinitis,”
“asthma,” “bilastine,” “antihistamines,” “montelukast,”
“antihistamine,” “guidelines,” and “management.”
During the advisory board meeting, in addition to the
interactive discussion, a qualitative question-and-answer
based format was used to facilitate discussion. After the
group discussion, key expert opinions were formulated
based on the opinions and agreement of the majority.
Highlights of the discussion were emailed to the experts
present during the advisory board for a final review.

RESULTS AND DISCUSSION

Epidemiology and Burden of AR and AR with
Concomitant Asthma in Indian Settings
In India, the burden of AR is enormous, comprising 55%
of all patients with allergies.[3] The reported incidence of
AR in India ranges between 20% and 30%.[3] In India, the
International Study of Asthma and Allergies in Childhood
(ISAAC) Phase I revealed that 12.5% of children in the age
group of 6 to 7 years and 18.6% in the age group of 13 to 14
years had nasal symptoms alone, whereas ARC was seen
in 3.3% and 5.6% of children in these age groups,
respectively.[12] However, in ISAAC Phase III, the
prevalence of nasal symptoms increased to 12.9% and
23.6% in the age groups of 6 to 7 years and 13 to 14 years,
respectively, whereas the prevalence of ARC increased to
3.9% and 10.4%, respectively.[12]

Clinical Profile of Patients with AR in India: The
Allergic Rhinitis and its Impact on Asthma (ARIA)
guidelines recommend the classification of AR patients
[Figure 1] based on the duration of symptoms (intermittent
or persistent) and the severity of the disease (mild,
moderate, or severe).[6,13] AR is further classified as
sneeze runners and blockers based on the clinical
profile of the patient. In sneeze runners, the main
symptoms are sneezing, rhinorrhoea, and itchy nose and
eyes.[3] In contrast, blockers have nasal congestion as the
prime symptom, wherein nasal blockage and thick mucus
can lead to postnasal drip and breathlessness.[3] Nasal
obstruction, runny nose, sneezing, and itching are the
common symptoms seen in Indian adults with AR.[3]

The presence of AR is studied as a risk factor for both
the incidence and severity of asthma.[14,15]

A study published by Jaggi V et al. studied the prevalence
of AR with concomitant asthma by conducting a
nationwide epidemiological survey across 10 cities in
India (Delhi, Lucknow, Meerut, Kolkata, Jaipur,
Mumbai, Chennai, Hyderabad, Thiruvananthapuram,
Bengaluru).[15] The study found that the prevalence of
Issue 1 ¦ January-March 2023



Figure 1: Classification of AR according to symptom duration and severity. Adapted from: Brożek JL et al. 2017[13] and Varshney J et al. 2015[6].
AR: allergic rhinitis.
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ARwith concomitant asthma was 65.24%, and nearly 17%
of patients had never been diagnosed with AR
beforehand.[15] The presence of asthma-AR coexistence
was found to be the highest in the age group of 19 to 44
years; the prevalence was found to decrease with
increasing age (>65 years).[15]

Guideline Recommendations for the Management of
AR and AR with Concomitant Asthma
Intranasal glucocorticosteroids (INCS) are the
recommended first-line therapy for patients with
moderate-to-severe AR, particularly when nasal
congestion is the predominant symptom.[6]

Antihistamines are the first line of treatment in mild
AR and effectively improve symptoms, such as
sneezing, itching, and rhinorrhoea.[7] However,
antihistamines have only a modest effect on nasal
congestion compared with INCS.[6] [Figure 2] depicts
the ARIA guidelines for AR management.[4] The
American Academy of Otolaryngology − Head and
Neck Surgery guidelines recommend second-generation/
less-sedating oral H1-antihistamines for patients with AR
and primary complaints of sneezing and itching.[13] The
ARIA guidelines suggest that the choice of the LTRA or
oral H1-antihistamines would mostly depend on patient
preferences for the affected outcomes, local availability,
and the cost of specific medications.[13] The guidelines
suggest that patients with AR who have concomitant
The Journal of Association of Che
asthma, especially exercise-induced and/or aspirin-
exacerbated respiratory disease, might benefit from an
LTRA more than from an oral H1-antihistamine.[13]

However, this recommendation applies to the treatment
of AR but not to the treatment of asthma. [Table 1]
provides a list of pharmacotherapy options for treating
AR. The American Academy of Family Physicians makes
no specific recommendation for the use of LTRAs versus
oral H1-antihistamines but suggests that montelukast,
though less effective than INCS, is comparable with
oral H1-antihistamines and may be particularly useful in
patients with coexistent asthma.[13]

Role and Positioning of Bilastine in the Management
of AR
Bilastine is a novel second-generation H1-antihistamine
approved for the symptomatic treatment of ARC (seasonal
and perennial) and urticaria in adults and children over 12
years of age.[8] [Table 2] provides a comparison of the
clinical profile between bilastine and various second-
generation H1-antihistamines.[16] Bilastine has high H1-
receptor selectivity and negligible affinity for other
receptors, and demonstrates antiallergic properties.[16-18]

Bilastine has a rapid onset of action and has been shown to
have a long residence time at the H1 receptor, ensuing
prolonged receptor antagonism, with 60% to 70%
antagonism marked 24 hours after dosing.[18] It is
rapidly absorbed after oral administration (oral
st Physicians ¦ Volume 11 ¦ Issue 1 ¦ January-March 2023 3



Figure 2: Management of AR as per ARIA recommendations Adapted from: Bousquet J et al., 2008[4]. AR: allergic rhinitis; ARIA: Allergic Rhinitis
and its Impact on Asthma; LRTA: leukotriene receptor antagonist; CS: corticosteroid.
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bioavailability: 60%), achieving maximum plasma
concentrations after 1 to 1.5 hours.[18] Bilastine does
not undergo significant hepatic metabolism and
approximately 95% of the drug is excreted unchanged
in the faeces (67%) or urine (33%).[18] The recommended
dose of bilastine is 20mg once daily (OD) in adults and
adolescents (12 years of age and above) and best taken at
least 1 hour before or 2 hours after the intake of food or
fruit juice.[19] Bilastine is a nonsedating, non-brain-
penetrating antihistamine and does not affect
psychomotor or driving performance even at twice the
recommended dose of 20mg.[20] Compared with other
second-generation antihistamines, bilastine (20mg OD)
does not exhibit anticholinergic effects or cardiotoxic
effects and no dosage adjustments are required in
patients with renal or hepatic impairment or elderly
patients.[16,17]

A study published by Horak F et al. compared the potential
of bilastine 20mg and fexofenadine 120mg to relieve the
symptoms of AR in adult patients (N= 75, aged 18–55
years).[21] Bilastine 20mg, fexofenadine 120mg, or
4 The Journal of Association of Chest Physicians ¦ Volume 11 ¦
placebo was taken orally 2 hours after the start of
provocation on Day 1 of the study. The study assessed
the following: (i) total nasal symptom scores (TNSS)
composed of the sum of four individual symptom
scores (sneezing, rhinorrhoea, nasal obstruction, and
nasal itching); (ii) global symptom scores assessed as
the composite score (nasal obstruction, rhinorrhoea,
itchy nose, sneezing, watery eyes, itchy eyes, cough,
itchy throat, itchy ears); (iii) nasal secretions; and (iv)
eye symptoms on both Day 1 and Day 2.[21] The study
concluded that bilastine 20mg was significantly more
effective in reducing TNSS, global symptom score,
nasal secretions, and eye symptoms 22 to 26 hours after
drug administration than fexofenadine.[21] Another study
published by Kuna P et al. compared the efficacy and
safety of bilastine 20mg OD for 2 weeks with cetirizine
10mg or placebo OD in SAR patients (N= 683 patients,
aged 12–70 years) at the height of the pollen season.[22]

The primary efficacy measure was the area under the curve
(AUC) of reflective total symptom scores (TSS) over 2
weeks of treatment (TSS-AUC0–14 days).

[22] The secondary
efficacy measures included mean change from baseline in
Issue 1 ¦ January-March 2023
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the TSS, nasal symptom score (NSS), non-nasal symptom
score (NNSS), and discomfort caused by AR. The mean
TSS-AUC0–14 days was significantly lower with bilastine
(76.5) and cetirizine (72.3) treatment compared with
placebo (100.6, p < 0.001).[22] Bilastine 20mg and
cetirizine 10mg were significantly better than placebo
with respect to changes in the NSS and NNSS
throughout the study and by the end of treatment (p <
0.001).[22] However, significantly fewer patients in the
bilastine-treated SAR group, compared with the cetirizine-
treated group, experienced somnolence (1.8% versus
7.5%; p < 0.001) and fatigue (0.4% versus 4.8%;
p= 0.02) during the study.[22] Another prospective,
multicenter, observational study published by Sologuren
A et al. evaluated the safety profile of bilastine 20mg in
elderly patients (aged ≥65 years) ARC and/or urticaria.
The most frequent nonserious treatment-emergent adverse
events (TEAEs) reported in the study were infections and
infestations (15.8%), muscle and connective tissue injuries
(9.6%), and gastrointestinal disorders (8.2%).[23] The
study concluded that the incidence of TEAEs was low,
with monthly and quarterly rates of 0.29 and 0.88,
respectively. All serious TEAEs were considered to be
unrelated to bilastine.[23] More recently, 10mg of bilastine
has been approved in Europe for use in children aged 6 to
11 years with a body weight of at least 20 kg.[9,17,18] Ocular
symptoms often accompany AR and can cause
inconvenience to the patient as much as or even more
than the actual nasal symptoms.[24,25] Bilastine 20mg was
found to be significantly more effective at relieving ocular
symptoms (p < 0.001), including both reflexive and
instantaneous symptoms (itching, tearing, and
conjunctival redness), than placebo.[24] Novák Z et al.
assessed the efficacy and safety of 10mg of bilastine OD in
children aged 2 to 11 years with ARC or chronic urticaria
for 12 weeks.[26] Bilastine was administered in two forms:
(i) as a 10mg oral dispersible tablet dissolved in water in
children aged 2 to younger than 6 years; and (ii) tablet
swallowed or dissolved in water in children aged 6 to
younger than 12 years.[26] After 12 weeks of treatment,
there was no statistically significant difference between
the safety and tolerability profile of bilastine 10mg OD
versus placebo in children with ARC or chronic
urticaria.[26]
Experts’ Opinions: Role and Positioning of Bilastine
in the Management of AR

(1)
Issue
The experts strongly opined that bilastine 20mg OD
is a good drug for the management of AR symptoms
in adults and adolescents (≥12 years of age).
Bilastine should be taken orally 1 hour before food
or 2 hours after the intake of food. The drug is well
tolerated in the majority of AR patients, with minimal
sedative effects in this category of AR patients.
1 ¦ January-March 2023
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Treatment-related side effects observed in some
patients (<1%) were insomnia, acidity, and a
burning sensation while urinating.
(2)
 More recently, bilastine has been approved widely
for use in children aged 6 to 11 years. However, the
experts suggested that more studies need to be
conducted for evaluating the efficacy and long-
term safety of bilastine in this subgroup of the
patient population.
(3)
 The experts mentioned that currently, bilastine is not
recommended for the treatment of AR in children less
than 6 years of age.
Role and Positioning of Bilastine-Montelukast
Combination in the Management of AR and AR with
Concomitant Asthma
Liu G and colleagues compared the efficacy of oral H1-
antihistamines plus LTRAs versus H1-antihistamines
alone for the management of patients with AR.[27] The
study found that combination therapy of LTRAs plus oral
H1-antihistamines can increase the therapeutic efficacy
against daytime and composite nasal symptoms,
including rhinorrhoea, sneezing, and itching.[27]

Conversely, it does not affect night-time nasal
symptoms and eye symptoms.[27] The study also
suggested that the patients with perennial AR may
benefit more from the combination therapy of LTRAs
plus oral H1-antihistamine.[27] Histamine and CysLT1

are potent inflammatory mediators involved in both
seasonal ARC and asthma.[28] Bilastine is a selective
antagonist of peripheral H1-receptors and montelukast is
an LTRA with a high affinity for the CysLT1 receptor.

[28]

Montelukast has been proven to be effective in exercise-
induced asthma and asthma associated with AR.[29] Other
phenotypes where montelukast therapy is effective include
asthma in obese patients, asthma in smokers, aspirin-
induced asthma, and viral-induced wheezing episodes.[29]

The synergistic combination of bilastine-montelukast
therapy has a dual action on early- and late-phase allergic
reactions in AR patients.[28] Montelukast 10mg is rapidly
absorbedafter oral administration (meanoral bioavailability
of 64%), with a peak plasma concentration being reached
within 3 to 4 hours in adults.[30] After absorption,
montelukast is over 99% bound to plasma proteins and is
extensively metabolized by cytochrome P450 isoenzymes
3A4 and 2C9.[30] Plasma clearance of montelukast is
approximately 45mL/minute in healthy adults and is
excreted along with its metabolites via bile (elimination
half-life is 4 to 5 hours).[30,31]

In children, INCS are currently considered as the gold-
standard treatment for the long-term management of
mild persistent asthma, with LTRA as a second-line
alternative.[32,33] Montelukast is the only LTRA
licenced for use in children <12 years of age and is
The Journal of Association of Che
generally well tolerated, with side effects primarily
limited to minor gastrointestinal disturbances,
respiratory symptoms, skin reactions, and headaches.[33]

Studies have shown that when added to INCS, montelukast
induced further improvement in pulmonary function and
symptoms of asthma, particularly in patients poorly
controlled on INCS alone.[29] However, recently,
serious neuropsychiatric events, such as aggressive
behavior, depression, hallucinations, and suicidal
tendencies have been observed in some patients with
the use of montelukast, which questions its long-term
safety.[33] A study by Van Adelsberg et al. evaluated
the efficacy and tolerability of montelukast 10mg given
OD in adolescents and adults (N= 1,079, aged 15–82
years) for seasonal AR.[34] The study concluded that
montelukast was more effective in improving scores for
daytime nasal symptoms (p= 0.003) and secondary
endpoints of night-time, daytime eye symptoms, and
quality of life (p= 0.006) compared with placebo.[34]

Discontinuations due to AEs were infrequent and
comparable between the montelukast and placebo
groups.[34] Another study published by Virchow JC
et al. studied the efficacy and safety of montelukast
10mg in adults with AR and concomitant asthma.[35]

Following treatment with 10mg montelukast, around
86.5% of patients reported a strong or marked
improvement in daytime asthma symptoms and 88.5%
of patients reported improvement in night-time AR
symptoms.[35] The use of montelukast therapy
significantly (p < 0.001) reduced nasal congestion,
rhinorrhoea, sneezing, and daytime eye symptoms, and
improved the quality of life.[35] Montelukast was well
tolerated with no serious AEs. The most frequently
observed side effects during the study were headache,
gastrointestinal infections, and sleepiness.[35] Lavorini F
et al. assessed the efficacy and safety of concomitant
therapy of bilastine and montelukast versus
monotherapy (bilastine or montelukast) in patients with
seasonal ARC and mild-to-moderate asthma.[28] Bilastine
alone improved seasonal ARC symptoms more than
montelukast in the first 2 weeks of treatment due to the
rapid onset of action of bilastine compared with
montelukast.[28] Mean TSS observed in the first and
second weeks after bilastine was significantly (p <
0.05) lower than after montelukast therapy. However,
bilastine reduced baseline TSS significantly more than
montelukast after the first and second weeks of treatment
(p < 0.05).[28]

Experts’ Opinions: Role and Positioning of Bilastine-
Montelukast Combination in the Management of AR

(1)
st Phy
The experts mentioned that bilastine plus
montelukast as a combination therapy is an
attractive treatment option in a selective patient
sicians ¦ Volume 11 ¦ Issue 1 ¦ January-March 2023 7
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population that requires both classes of drugs for
achieving better results. They emphasized that in a
group of patients with a hyperreactive airway disease
such as asthma, this combination has an important
role and may be used.
(2)
 The experts also opined that montelukast
monotherapy or as a combination should be used
for not more than 4 to 6 weeks.
CONCLUSION

Valuable insights have been obtained regarding the role
and positioning of bilastine and bilastine plus montelukast
combination in the management of AR and AR with
concomitant asthma in adults and children based on an
expert panel discussion in India. The experts opined that
bilastine 20mg is a good drug for the management of AR
symptoms in adults and adolescents aged 12 years and
above. More recently, bilastine has been approved widely
for use in children aged 6 to 11 years. However, the experts
suggested that more studies need to be conducted for
evaluating the efficacy and long-term safety of bilastine
in this subgroup of the patient population. Studies have
shown that combination therapy of LTRAs plus oral H1-
antihistamines can increase the therapeutic efficacy
against daytime and composite nasal symptoms,
including rhinorrhoea, sneezing, and itching. Patients
with perennial AR may benefit more from the
combination therapy of LTRAs plus oral H1-
antihistamine compared with oral H1-antihistamines
alone. The synergistic combination of bilastine-
montelukast therapy has a dual action on early- and
late-phase allergic reactions in AR patients. As per the
experts, bilastine plus montelukast as combination therapy
is an attractive treatment option in a selective patient
population (especially the patients with a hyperreactive
airway disease such as asthma), which requires both
classes of drugs for achieving better results.
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