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ABSTRACT

Respiratory tract disorder is a very common problem faced by pediatric population, asthma being
one of the most common chronic disorders in young children. Many preschool children regularly wheeze,
especially during common cold infection and cold seasons. Some children wheeze after a simple exercise or
some after the introduction of medication like aspirin or after introduction to allergens. An anti-inflammatory
therapy, consisting mainly of inhaled corticosteroids (ICs) has been the main treatment of asthma since the
beginning and it still remains the first line therapy in asthma management. Since Leukotriene (LTs) are
chemical mediators of airway inflammation in asthma, Leukotriene receptor antagonist (LTRAs) can be a
potent anti-inflammatory drugs in the long term treatment of asthma. There are different LRTA medicines,
but mainly Montelukast can be used in pediatric population, that can decrease the airway inflammation and
provide bronchoprotection. The safety profile, oral administration as single daily dose and better compliance
is the highlight of this drug. In this review, we describe the advances on the use of montelukast in the

treatment of asthma.
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INTRODUCTION

Asthma is a very common childhood disorder. It is a chronic inflammatory condition of airways
resulting in bronchospasm and episodic obstruction. Its characteristic feature is bronchial hyper-
responsiveness to stimuli and causes bronchoconstriction, predominantly by their action on effector cells
such as smooth muscle. Indirect stimuli such as exercise, cold air and hyperosmolar aerosol such as mannitol
and hypertonic saline provoke bronchospasm through the release of mediator from inflammatory cells. Many
symptomatic children looses their symptoms after the age of 5 to 6 yr but there are many for whom it still

remains the burden and also for the family.

The medical treatment of asthma began more than 50 yrs ago and till date the mainstay of treatment
still remains the same as before and it is inhaled corticosteroids and B2-agonists bronchodilators. The
treatment mainly focuses on reducing airway inflammation by minimizing proinflammatory environmental
exposures using daily medication. Inhaled corticosteroids are the most effective treatment of asthma and it
has long been used as the first line therapy. However, there are some groups of population of asthma that are
resistant to inhaled corticosteroids (ICS) and large group of patients remains symptomatic despite treatment
and need other medication as monotherapy or add on therapy. Montelukast is a leukotriene receptor
antagonist that has been shown to be effective as monotherapy or as an add-on therapy for the treatments of

asthma, in those whose symptoms are not well controlled with ICS therapy.
Leukotriene modifiers (LTRs):

Leukotrienes are chemical mediators of asthmatic airway inflammation. They are formed from
arachidonic acid, which are derived from the action of phospholipase A2 and they are releaseded by
eosinophils, mast cells, neutrophils, lymphocytes, macrophages, and basophils. Arachiodonic acid is
metabolized by two major pathways, the cyclooxygenase pathway (forming prostaglandins and
thromboxanes) and the 5-lipoxygenase pathway (producing leukotrienes). The cysteinyl leukotrienes LTC4
and LTE4, are found to play very important role in the pathophysiology of asthma. The leukotriene receptor
antagonists (LTRAs) selectively block the binding of cysteinyl leukotrienes to the CysLT1 receptor. This
receptor was found to be the receptor through which most of their actions are mediated like bronchospasm,
mucus hypersecretion and eosinophil migration and increased vascular permeability (1). Consequently, the
LTRAs inhibit bronchconstriction. Moreover, LTRAs prevent many types of provoked asthmatic responses,
including allergen-induced, exercise- and cold-air-hyperventilation-induced, and aspirin- induced asthma.
Three drugs of this class are in use at present - zafirlukast, pranlukast, and montelukast.. Only montelukast
has been extensively studied in children and proven to be safe and effective in children. Pediatric studies on
montelukast found that it is well tolerated. The majority of the reported adverse effects were mild. In clinical

trials the incidence of these adverse effects was not higher than with placebo.

25
IJSIT (www.ijsit.com), Volume 4, Issue 1, January-February 2015



Hongzhu Lu et al., IJSIT, 2015, 4(1), 024-034

Montelukast as a Management of childhood asthma:

For the past few decades, we have been using inhaled corticosteroids and B2-agonists
bronchodilators for the treatment or management of asthma. No new therapy has been introduced or
developed and we are still bound to use the same old protocols to control it. Inhaled corticosteroids and B2-
agonists bronchodilators remains the first and second lines of therapies for past few decades. Certain groups
of population of asthma sufferers are becoming resistant to these drugs. The side effect of continuous use of
these drugs still remains a big concern, particularly with the high doses. And also, some patients finds it hard
to use the inhalation route of administration of drugs and ensuring adequate and correct dosing is a concern.
In such cases, montelukast overcomes ICS and B2-agonists as it has an advantage of oral administration, once
daily dosing protocol and has properties of bronchodilation. Such propertites of montelukast makes it a new
drug of interest in the treatment of asthma. Montelukast improves symptoms, rescue medication use and
pulmonary function, and reduced the rate of exacerbation and the level of blood eosinophils, in mild-to

moderate asthmatics, as proven by many clinical trials.

Several randomized trials have been performed in the treatment of asthma comparing montelukast
with placebo. Comparing montelukast with placebo, the result showed that the drug helps the patients
suffering from mild to moderate symptoms and helps improve day time asthma symptoms like cough,
wheeze, difficulty in breathing and activity limitation. At the same time, the overnight asthma symptoms, the
duration suffering days, the need of increasing dosing of ICS and B2agonist were also decreased. The
laboratory investions suggested that there is a marked improvement in the peripheral blood eosinophil,
forced expiratory volume in 1 second (FEV1) and fractional exhaled nitric oxide (FeNO) in the montelukast
population(2). A study after conducting a randomized controlled trail, concluded that montelukast provides
clinical significance in controlling asthma symptoms and helps improve morning FEV1 (3)(4). A randomized
controlled trial with montelukast 5 mg for 4 week concluded that the medicine helps in suppressing sputum
eosinophilic cationic protein, sputum eosiniphilic count and fractional exhaled nitric oxide and improves
asthma symptoms(5). Another randomized controlled trails with children of 6 to 14 yrs with montelukast for
8 weeks concluded the similar improvements in asthma symptoms and improvement in FEV1(6). Similar
improvement and reduced exacerbation was seen after a randomized controlled trail performed with
children of 2 to 5 yr with montelukast for longer duration of time (7). A study conducted among preschool
children revealed that 4 weeks treatment with montelukast resulted in a decrease in bronchial

hyperreactivity compared with placebo (8).

Another randomized, double-blind, placebo-controlled, parallel-group trial was performed among
689 patients (228 placebo group and 461 montelukast group). Overall, approximately 60% of patients were
boys and approximately 60% were white. Patients were relatively evenly divided by age: 21%, 24%, 30%,
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and 23% were aged 2, 3, 4, and 5 years, respectively. For about 77% of patients had history of asthma
symptoms that had first developed during the first 3 years of their life. During the placebo baseline period,
patients had asthma symptoms on 6.1 days/week and used B2-agonist on 6.0 days/week. There were no
clinically important demographic differences between the 2 treatment groups. Seventy-one patients (26 from
placebo group and 45 from montelukast group) did not complete the study. In the placebo group, 12 patients
were withdrawn because of protocol deviations, 7 stopped treatment because of adverse effects, 4 withdrew
consent, 2 were lost to follow-up, and 1 stopped treatment because of an elevated alkaline phosphatase value.
In the monte-lukast group, 12 were withdrawn because of protocol deviations, 16 patients stopped treatment
because of adverse effects, 8 withdrew consent, 7 were lost to follow-up, and 1 each discontinued because of
lack of efficacy and an error by the study center. A total of 12 and 17 patients in placebo and montelukast
groups, respectively, were excluded from 1 or more efficacy analyses because they lacked baseline or
treatment period data. Over 12 weeks of treatment, the percentage of days with daytime asthma symptoms
was significantly lower and the percentage of days without asthma was significantly higher in the
montelukast group compared with the placebo group. Moreover, the improvements for the montelukast
group in overall daytime asthma symptom scores and in individual symptoms scores for cough, wheeze,
trouble breathing, and activity limitations were significantly greater than those for the placebo group.
Furthermore, the percentage of days on which B2-agonist was used and percentage of patients requiring oral

corticosteroid rescue were significantly lower in the montelukast group (9).

Another 8-week trial of 336 children 6 to 14 years old with intermittent or persistent asthma was
conducted which found that 5 mg of montelukast nightly increased mean morning FEV1 significantly more
than placebo (approximately 8% vs 4%) (10). In the group, Short-acting B2-agonist use decreased by 0.57
puffs daily among montelukast-treated children and increased by 0.22 puffs daily among placebo-treated

children.

Another trial studied patients with mild to moderate asthma and made a conclusion that montelukast
administration was associated with dose-related improvements in asthma control end points. Improvements
were seen in FEV1 and peak expiratory flow rate and in daytime symptom scores, use of as-needed inhaled
B2-agonists, and asthma-specific quality of life (11). A study reported that montelukast permitted a 47%
reduction in inhaled corticosteroid dosage compared with a 30% reduction with placebo in a group of asthma

patients previously well controlled on inhaled corticosteroids (12).

Many studies compared montelukast with corticosteroids. Those studies mainly focuses on specific
outcome like pulmonary function, symptoms and rate of exacervations and the majority of studies have
confirmed the greater efficacy of low dose ICS against montelukast (13)(14) . Because of this reason, many
institutional guidelines state that ICS are more effective than LTRAs as monotherapy for asthma management.

And, montelukast becomes the latter choice . But the majority of the these studies were done in cases with
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patients who had frequent symptoms and poor pulmonary function and thus ICS was expected to be more
effective than montelukast. Montelukast was still more effective than placebo when the selected patients had
mild asthma(15). At doses equivalent to 500 mg daily of beclomethasone, LTRAs were less effective than ICS
on symptoms, pulmonary function and sputum eosinophils (16)(17). However, in a study of 534 patients with
mild asthma well controlled by low-dose ICS, when replacing it with montelukast, was found to have good
asthma control in over 75% of cases after 6 weeks, with an increase in compliance to treatment (18). Some
trials concluded that Mild-to-moderate chronic asthmatic patients treated with LTRAs were 60% more likely
to experience an asthma exacerbation requiring oral steroids than those treated with ICSs (19)(20). But in
most this trials the daily dose of ICSs was 400 mg of beclomethasone or equivalent. After 6 weeks of
treatment, the patients using ICSs showed more improvement in clinical symptoms and FEV1. The use of
montelukast as a mono therapy in asthma remain a doubt and the patients using montelukast is more likely
to suffer an exacerbation requiring systemic steroids (20). On the other hand there aren’t enough researches

to conclude the advantage of ICSs over montelukast and further studies need to be done.

A study evaluated the efficacy of montelukast versus budesonide, mostly in preschool age group
with mild persistent asthma, and found no differences between the two groups as far as drug tolerability,
time to first additional anti-asthma medications and time to first severe exacerbation over a 52 weeks-study
period (21). Other RCT also assessed the efficacy of montelukast or fluticasone given as monotherapy versus
placebo for three months and many such studies have concluded that both drugs decreased asthma-like
symptoms and improved the daily symptoms score, even though fluticasone appeared more effective than
placebo. Some studies showed that montelukast added to the usual treatment with ICS reduced the risk of
worsening asthma symptoms and unscheduled physician visits during the annual September asthma
epidemic. Some studies even showed children treated with montelukast and fluticasone as monotherapy,
showed that both drugs decrease rescue medications use and hospital visits. In particular, in children aged 2
to 5 years, montelukast was associated to less emergency visits compared to subjects aged 6 to 14 years. The
findings suggest that montelukast could be beneficial to preschool and school going children suffering from

asthma.

There are limited studies that compares the advantage of montelukast over long acting beta agonist
(LABA) or vise versa. One study found that FeNO levels were significantly higher after salmeterol add on
treatment compared with both placebo and montelukast (22). Other trial concluded that montelukast as an
add-on therapy with ICSs provide equivalent result compared to salmeterol (23). The study conducted among
children has revealed that add on therapy with montelukast plus low-dose budesonide was more effective

than the addition of LABA or doubling the dose budesonide for controlling FeNO in asthmatic children (24).

Histamine and cysteinyl leukotrienese are the inflammatory mediators that are released during

exercise. Evaporation of water on the airway surface, during exerceise, is the stimulus for their release (25).

28
IJSIT (www.ijsit.com), Volume 4, Issue 1, January-February 2015



Hongzhu Lu et al., IJSIT, 2015, 4(1), 024-034

Exhaled breath condensate Cys-LT values are shown to be higher in asthmatic children with EIB (exercise
induced bronchospasm) and correlate with the dicrease in FEV1 after exercise (26). LTRAs decreases exhaled
LTE4 in atopic children with asthma(27). Accordingly, montelukast was found to be effective in controlling
asthma symptoms after exercise in children. It is approved for the prevention of EIB from 2 years of age(28).
Clinical datas have shown that once-daily treatment with montelukast (5 or 10 mg tablet) can offer protection

against EIB within 3 days for some patient.

The cysteinyl leukotrienes are the leading mediators of the reaction that occurs in persons with
aspirin-sensitive asthma after exposure to aspirin(29). LTRs resulted in almost complete inhibition of aspirin-
induced bronchoconstriction as well as symptoms of the skin and gastrointestinal tract (30). For this reason
LTRs are the treatment of choice for these patients (31)(32). Few studies also support the fact that
montelukast effectively reduces acute asthma episodes if started before the viral season, when the

exacerbation rate is higher.

A study done with asthmatic children who were aged 2-5 years showed that the response of
administration of 5 mg/day of montelukast for two days protects against cold air-induced bronchial
hyperreactivity(33). Similar finding was later confirmed in such patients who showed a significant decrease
in methacoline-induced bronchial reactivity after a four weeks treatment with montelukast (34). In atopic
children with asthma, monotherapy with montelukast for 28 days showed effectiveness for reducing airway
resistance and bronchial inflammation(35), and for improving lung function and symptoms score(36). An
Australian RCT conducted in children having mild intermittent asthma and the study showed that a short
course of montelukast, introduced early at the first signs of an asthma episode, resulted in a significant
reduction in acute health care resource utilization, symptoms, time off from school, and parental time off from

work (37).

Another study showed that a 1-year course of montelukast in children with virus-induced asthma
significantly reduces asthma exacerbations and the use of rescue medications. This study remains one of the
few RCTs (random controlled trials) in preschool children with mild intermittent asthma that proves that

prolonged treatment with montelukast reduces the consumption of ICS at 39.8% (38)

Obesity is also considered as a risk factor for asthma. It also plays an important role in poor asthma
control through different mechanisms (39). Such obese patients often faces airway inflammation, though to a
low degree and their symptoms are poorly controlled by ICS. A study suggests that in such cases, montelukast

may be more effective than ICS. (40).

Adverse effect of montelukast:

A variety of studies shows that montelukast is well tolerated by children and adults. There are few
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reported adverse effects but they are generally mild and includes headache, nausea, vomiting, abdominal
pain, pharyngitis and ear infection. Over dose of montelukast may be associated with thirst, mydriasis and
somnolence (41).Since the beginning of the use of montelukast, several case reports on the occurrence of a
Churg_Strauss syndrome (CSS) have been reported. This is thought to be due to reduced steroid dosage but
not related to montelukast. In addition, the fact that CSS has developed not only with montelukast, but also
with zafirlukast and pranlukast, suggests that the syndrome may be related to the effect of antileukotriene
drugs on leukotriene receptors. In clinical trials the incidence of these adverse effects was not higher than
with placebo (42). No dose adjustment with montelukast is necessary for patients with renal and mild-
moderate hepatic dysfunction. It crosses the placenta and is excreted in breast milk. Montelukast should not

be prescribed to pregnant and lactating women, due to lack of controlled trials.

CONCLUSION

The current evidence indicates that first-line monotherapy with montelukast is still controversial and
generally not used in asthma sufferers, with perhaps the exclusion of those who have aspirin-intolerant
asthma and exercise-induced asthma and asthma in obese children. It has shown good effect in some cases of
mild asthma but its use as monotherapy in severe form still remains to be studied. The adddition of
montelukast in patients whose symptoms remain uncontrolled by ICSs could provide equivalent clinical
control to salmeterol. It has shown a very good outcome as an add-on therapy. Montelukast reduces short-
acting B2 stimulant requirements in patients with chronic asthma and allows the dose of inhaled steroids to
be reduced. Montelukast may be valuable in those asthmatic patients who find it difficult to use inhaled
medications. Oral montelukast (4-mg chewable tablet) administered once daily is generally well tolerated
without clinically important adverse effects in preschool children. Additionally, montelukast improved
multiple exploratory efficacy end points, which is consistent with clinically important improvements in the
treatment of asthma. Moreover, the results of these studies are consistent with and confirm results seen in
studies pediatric patients above 6 yrs. Many studies demonstrated its safety in pediatric population above 2

yrs of age. Its safety and efficacy in young pediatric population( less than 2 yr) still need to be studied further.

REFERENCES

1. Drazen ]JM, Israel E, O'Byrrne PM. Treatment of asthma with drugs modifying the leukotriene pathway. N
Engl ] Med, 1999, 340:197-206.

2. Bisgaard H, Loland L, Anhoj ]. Nitric oxide in exhaled air of asthmatic children is reduced by the
leukotriene receptor antagonist montelukast. AM ] RESPIR CRIT CARE MED, 1999, 160:1227-1231.
3. Knorr B, Larson P, Nguyen HH et al. Montelukast dose selection in 6- to 14-year-olds: comparison of

single dose pharmacokinetics in children and adults. J Clin Pharmacol ,1999, 39: 786-793.

30
IJSIT (www.ijsit.com), Volume 4, Issue 1, January-February 2015



10.

11.

12.

13.

14.

15.

Hongzhu Lu et al., IJSIT, 2015, 4(1), 024-034

Knorr B, Nguyen HH, Kearns GL et al. Montelukast dose selection in children ages 2 to 5 years:
comparison of population pharmacokinetics between children and adults. JClin Pharmacol, 2001, 41:

612-619.

Strauch E, Moske O, Thoma S et al. A randomized controlled trial on the effect of montelukast on sputum
eosinophils cationic protein in children with corticosteroid-dependent asthma. Pediatr Res, 2003, 54 :

198-203.

Becker A, Swern A, Tozzi CA, Yu Q, Reiss T, Knorr B. Montelukast in asthmatic patients 6 years-14 years
old with an FEV1 > 75%. Curr Med Res Opin, 2004, 20: 1651-1659

Bisgaard H, Zielen S, Garcia-Garcia ML et al. Montelukast reduces asthma exacerbations in 2- to 5-year-

old children with intermittent asthma. Am ] Respir Crit Care Med, 2005, 171 : 315- 322.

Hakim F, Vilzoni D, Adler A, Livnat G, Tal A, Bentur L: The effect of montelukast on bronchial
hyperreactivity in preschool children, 2007, 13:180-186.

Barbara Knorr, Luis M Franchi, Hans Bisgaard, Jan Hendrik Vermeulen, Peter Lesouef, Nancy Santanello,
Theresa M Michele, Theodore F Reiss, HA H Nguyen, Donna L Bratton. Montelukast, a Leukotriene
Receptor Antagonist, for the treatment of Persistent Asthma in children aged 2-5 years. Pediatrics 2001,

108;e48

Knorr B, Matz ], Bernstein JA, Nguyen H, Seidenberg BC, Reiss TF, et al. Montelukast for chronic asthma in
6 to 14 year old children. JAMA, 1998; 279:1181-6

Knorr B, Matz ], Bernstein JA, Nguyen H, Seidenberg BC, Reiss TF, et al. Montelukast for chronic asthma in
6 to 14 year old children. JAMA, 1998; 279:1181-6.

Lofdahl CG, Reiss TF, Leff A], Isreal E,Noonan JM, Finn AF, et al. Randomized,placebo-controlled trial of
effect of aleukotriene receptor antagonist, montelukast,on tapering inhaled corticosteroidsin asthmatic

patients. BMJ, 1999; 319:87-90.

Busse, W., Raphael, G., Galant, S., Kalberg, C., Goode-Sellers, S., Srebro, S. et al. Low-dose fluticasone
propionate compared with montelukast for first-line treatment of persistent asthma: A randomized

clinical trial. ] Allergy Clin Immunol, 2001, 107: 461_468.

Malmstrom, K., Rodriguez-Gomez, G., Guerra, J.,Villaran, C.,, Pin" eiro, A., Wei, L.X. et al. Oral montelukast,

inhaled beclomethasone, and placebo for chronic asthma. Ann Intern Med, 1999, 130: 487_495

Barnes, N., Wei, L.X,, Reiss, T.F,, Leff, ].A,, Shingo, S., Yu, C. et al. Analysis of montelukast in mild persistent

31
IJSIT (www.ijsit.com), Volume 4, Issue 1, January-February 2015



16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Hongzhu Lu et al., IJSIT, 2015, 4(1), 024-034

asthmatic patients with near-normal lung. Respir Med, 2001; 95(5):379-86

Bacci, E., Di Franco, A., Dente, F.L., Bartoli, M.L., Cianchetti, S., Vagaggini, B. et al. Short-term effects of oral

zafirlukast on sputum eosinophilia in mild asthmatics: Comparison with inhaled corticosteroids, 2010

Jayaram I, Pizzichini E, Lemie're C, Man S.F, Cartier A, Hargreave F.E. et al. Steroid naive eosinophilic

asthma: Anti-inflammatory effects of fluticasone and montelukast. Thorax, 2005; 60:100-105

Mclvor, R.A,, Kaplan, A, Koch, C. and Sampalis, ]J.S. Montelukast as an aternative to low-dose inhaled
corticosteroids in to management of mild asthma (the SIMPLE trial): An open-label effectiveness trial.

Can Respir ], 2009 May-Jun;16 Suppl A:11A-21A

Ducharme FM, Di Salvio F. Antileukotriene agents compared to inhaled corticosteroids in the
management of recurrent and/or chronic asthma in adults and children. Cochrane Database Syst Rev,

2014(1): CD003137

Ng D, Salvio F, Hicks G. Antileukotriene agents compared to inhaled corticosteroids in the management of
recurrent and/or chronic asthma in adults and children. Cochrane Database Syst Rev, 2012,

(5):CD002314.

Szefler S], Martin R]. Lessons learned from variation in response to therapy in clinical trials. ] Allergy Clin

Immunol, 2010; 125:285-292.

Buchvald F, Bisgaard H. Comparisons of the complementary effect on exhaled nitric oxide of salmeterol vs
montelukast in asthmatic children taking regular inhaled budesonide.Ann Allergy Asthma Immunol,

2003, 91:309-313.

Bjermer L, Bisgaard H, Bousquet ], et al. Montelukast or salmeterol combined with an inhaled steroid in
adult asthma: design and rationale of a randomized, double-blind comparative study (the IMPACT
Investigation of Montelukast as a Partner Agent for Complementary Therapy-trial). Resp Med, 2000, 94:
612-621

Miraglia DGM, Piacentini GL, Caposso M, et al. Formoterol, montelukast, and budesonide in asthmatic

children: Effect on lung function and exhaled nitric oxide. Respir Med, 2007, 101:1809-1813

Stelmach I, Korzeniewska A, Smejda K, et al. Effect of montelukast on lung function and clinical symptoms

in patients with cystic fi brosis. Pneumonol Alergol Pol, 2004, 72:85-89

Carraro S, Corradi M, Zanconato S, et al. Exhaled breath condensate cysteinyl leukotrienes are increased

in children with exercise-induced bronchoconstriction.] Allergy Clin Immunol, 2005, 115:764-770

32
IJSIT (www.ijsit.com), Volume 4, Issue 1, January-February 2015



27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Hongzhu Lu et al., IJSIT, 2015, 4(1), 024-034

Montuschi P, Mondino C, Koch P, et al . Effects of a leukotriene receptorantagonist on exhaled leukotriene

E4 and prostanoids in childrenwith asthma. ] Allergy Clin Immunol, 2006, 118:347-353

Pajaron-Fernandez M, Garcia-Rubia S, Sanchez-Solis M, et al. Montelukast administered in the morning or
evening to prevent exercise-induced bronchoconstriction in children.Pediatr Pulmonol, 2006, 41:222-

227

0’'Byrne PM, Israel E, Drazen JM. Antileukotrienes in the treatment of asthma. 1997. Ann Intern Med,
127:472-480

Israel E, Fischer AR, Rosenberg MA. The pivotal role of 5-lipoxygenase products in the reaction of aspirin-

sensitive asthmatics to aspirin. Am Rev Respir Dis, 1993, 148:1447-1451
Wenzel SE. Antileukotriene drugs in the management of asthma. JAMA, 1998, 280:2068-2069.
Mehta, NP. Montelukast in childhood asthma. Indian Pediatr 2000, 37:12019

Bisgaard H, Nielsen KG: Bronchoprotection with a leukotriene receptor antagonist in asthmatic preschool

children. Am ] Respir Crit Care Med, 2000, 162:187-190.

Hakim F, Vilzoni D, Adler A, Livnat G, Tal A, Bentur L: The effect of montelukast on bronchial
hyperreactivity in preschool children. Chest, 2007, 13:180-186

Straub DA, Minocchieri S, Moeller A, Hamacher ], Wildhaber JH: The effect of montelukast on exhaled
nitric oxide and lung function in asthmatic children 2 to 5 years old. Chest, 2005, 127:509-514.

Straub DA, Moeller A, Minocchieri S, Hamacher ], Sennhauser FH, Hall GL, Wildhaber JH: The effect of
montelukast on lung function and exhalednitric oxide in infants with early childhood asthma. Eur Respir

],2005, 25:289-294.

Robertson CF, Price D, Henry R, Mellis C, Glasgow N, Fitzgerald D, Lee A], Turner ], Sant M: Short-course
montelukast for intermittent asthma inchildren: a randomised controlled trial. Am ] Respir Crit Care Med,

2007,175:323-329.

Bisgaard H, Zielen S, Garcia-Garcia ML, Johnston SL, Gilles L, Menten ], TozziCA, Polos P: Montelukast
reduces asthma exacerbations in 2- to 5-yearoldchildren with intermittent asthma. Am ] Respir Crit Care

Med, 2005, 171:315-322

Lugogo, N.L., Kraft, M. and Dixon, A.E. Does obesity produce a distinct asthma phenotype? , ] Appl .
Physiol, 2010, 108: 729_734

Peters-Golden M, Swern A, Bird S.S, Hustad C.M, Grant E. and Edelman ].M. Influence of body mass index

33
IJSIT (www.ijsit.com), Volume 4, Issue 1, January-February 2015



41.

42.

Hongzhu Lu et al,, IJSIT, 2015, 4(1), 024-034

on the response to asthma controller agents. Eur Respir ], 2006, 27: 495

Barbara Knorr, Luis M Franchi, Hans Bisgaard, Jan Hendrik, Vermeulen, Peter LeSouef, Nancy Santanello,
Theresa M Michele, Theodore F Reiss. Ha H nguyen, Donna L Bratton. Montelukast, a Leukotriene
Receptor Antagonist, for the Treatment of Persistent Asthma in Children Aged 2 to 5 Years. Pediatrics,
2001, 108; e48

R Solans, | A Bosch, A Selva, R Orriols, M Vilardell. Montelukast and Churg-Strauss syndrome. Thorax
2002, 57:183-185

34
IJSIT (www.ijsit.com), Volume 4, Issue 1, January-February 2015



