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Original article

Can montelukast correct immune dysregulation in preschool children with

mild persistent asthma?

Background: Asthma is the most common inflammatory disorder among
preschool and school-age children. Regulation of immune cells and their
cytokines is essential to control asthma. Montelukast is a leukotriene
receptor antagonist that suppresses inflammatory cell proliferation, and
reduces cytokines and mediator secretion. Objective: The research
team's goal was to study the immunological parameters among mild
asthmatic patients before and after the treatment with Montelukast.
Methods: Forty preschool children with mild persistent asthma and
twenty healthy, non-allergic children were included in the study. Blood
eosinophil count, total IgE, serum IL-4, IL-10, and IL-13 levels were
assessed. T helper (CD3+CD4+) and T regulatory (CD4+CD25+) cell
counts were measured using flow cytometry; for mild asthmatics before
and after six weeks of treatment with Montelukast and for the control
group. Results: Asthmatic children have shown a significant elevation of
serum levels of IgE, IL4 and IL13, and also an increase of eosinophils,
total lymphocyte T cells and T helper cell count. However; serum levels
of IL10 and Treg cell count was lower in asthmatics compared to control.
Following six weeks of Montelukast treatment, all immunological
parameters improved. There was a significant elevation of serum levels
of 1IL10 and Treg cell count, with a decrease in serum levels of IgE, 1L4
and 1L13; eosinophil counts, and helper T cells. Conclusion:
Montelukast treatment improves the impaired immunological balance of
mild asthmatic children through the increase of serum IL-10, T
regulatory cell counts that have anti-inflammatory and
immunoregulatory effects. It also decreases T helper cells and their
proinflammatory cytokines.
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INTRODUCTION
Asthma is a complex and chronic inflammatory
disorder  associated  with  airway  hyper-
responsiveness, chronic mucosal inflammation, and
tissue remodeling of the airway structure mediated
by Th2 (CD4+) cells.?

It is the most common chronic disease of
childhood. Its morbidity among preschoolers results
in higher emergency department visits, more sleep
disturbances, and more restriction of family
activities,> while among school children there are
more school absences and more hospitalizations
than any other chronic illness.®

Asthma incidence is higher during childhood.*
Asthma prevalence is about 8.6% of children, and

the greatest rate is in preschool children.> However,
more than half of all cases of persistent asthma start
before the age of 3 years.®

Cytokines play a key role in airway
inflammatory disease of asthma by recruiting and
activating multiple inflammatory cells in the
respiratory tract, and hence modifies and
determines the severity of the inflammatory
responses in asthma.®

In asthmatic patients, there is an increase in the
number of CD4* T helper cells in the airways,
which are predominantly of the Th2 subtype, which
are characterized by secretion of Interleukin (IL-4,
IL-13, IL-5 and IL-9).” these cytokines increase
IgE,  eosinophils, and  develop  airway
hyperresponsiveness.
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Interleukin-4 (IL-4) mediates proinflammatory
functions in asthma. it is important for Th2 cell
differentiation from uncommitted ThO cells,®
induction of the IgE isotype, switching of B cells,
and promotion of eosinophil transmigration across
endothelium and mucous secretion. °

IL-13 expression levels are increased in the
airways of asthmatic patients'®. IL-13 is a critical
Th2 lineage cytokine. Being associated with asthma
exacerbations™, IL-13 mimics IL-4 in inducing IgE
secretion, and causes structural changes in the
airways. 2 It also induces inflammation through
stimulating the expression of chemoattractants
CCL11 (eotaxin) from epithelial cells, and induces
airway hyperresponsiveness (AHR) and mucous
hypersecretion.® Excessive IL-4 and IL-13
production results in the production of Th2 clones,
which enhances inflammation.*

Interleukin (1L10) is an important
immunoregulatory and anti-inflammatory cytokine
that is reduced in asthmatic airways.' It inhibits the
synthesis of inflammatory proteins, cytokines (such
as TNF-a, GM-CSF, IL-5, and several chemokines)
that are over-expressed in asthma, and also inhibits
antigen presentation-®

Interleukin I1L-10 modulates cells involved in the
allergic response, including TH2-cell activation,
mast-cell,’* eosinophilic function, !’ and IgG to
IgE ratios.'® It promotes 1gG4 production in B cells,
also downregulates eosinophil survival, and inhibits
IgE-mediated activation of mast cells. Moreover, it
impairs dendritic cell (DC) maturation and reduces
Th1 and Th2 cells stimulation.®

Regulatory T cells (CD4+CD25+ Tregs)
suppress harmful immune responses in human
beings,?® as well as in animal models.*® Two subsets
of Treg (naturally occurring Treg cells and 1L-10-
producing Tregs) have the potentials to suppress
pathogenic Th2 responses. The airways of
asthmatic patients show reduced expression of
Foxp3 and deficiency of CD25M"9" Treg-suppressive
function. 202

Montelukast is a potent, specific leukotriene
receptor antagonist. Administered once daily in a
tablet form, Montelukast reduces the signs and
symptoms of chronic asthma in adults and children
with a tolerability profile similar to that of
placebo.??2

Montelukast has a safety profile that can be used
as a monotherapy in children because of the
suboptimal delivery of inhaled medication, well-
controlled asthma, poor adherence to inhaled
corticosteroids (ICS) and considered as an add-on
therapy to patients insufficiently controlled by ICS,
especially children with decelerated growth.?* The
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drug also attenuates exercise-induced
bronchoconstriction. 2> 2

Stepwise approach to managing asthma in
children 0-4 years recommends Montelukast in step
2 (mild persistent asthma) as an alternative for
inhaled corticosteroids (ICS), and in step 3&4, as
an add-on therapy. 2+ %

The aim of this study is to determine the effect
of Montelukast in patients with mild persistent
asthma by analyzing serum IL-13, IL-4 , IL-10, T-
helper cell and T-regs (CD4/CD25) before and
after six weeks of therapy.

METHODS

This is a prospective controlled study conducted
among sixty children, aged 2-5 years, who came to
the Pediatric Outpatient Clinic in Ismailia
University Hospital in the period from August 2015
to August 2016. Forty children with asthma
presented to pediatric outpatient clinic in acute
exacerbation were evaluated with a screening
questionnaire based on the Pediatric Asthma
Quality of Life and were diagnosed as mild
persistent asthma. The questionnaire includes both
daytime and nocturnal asthma symptom diary
scales. 28.2°

Asthma severity is determined according to the
Global initiative of Asthma (GINA). *Twenty
children matched for age and sex, with no history of
allergic or respiratory disease, were chosen as the
control group. Children were excluded if they have
received a long-term controller therapy or systemic
corticosteroids, or had concomitant infections, or
any chronic inflammatory disorders.

A full clinical assessment, through history taking
and physical examination, for each participant in
both patients and control groups of the study.

Blood Samples were withdrawn from patients
(before starting Montelukast)and controls for the
following baseline hematological and
immunological assessments:

Complete  blood count, eosinophils counts
measured by an automated hematology analyzer
Coulter LH 750 (Beckman Coulter, USA) and
expressed as the number of cells per cubic mm.

Measurement of serum level of interleukin-4(1L-
4), IL-10 IL-13, using an ELISA kit (R & D
systems) (Minneapolis, MN, USA).

Flow cytometric assessment of T helper and T
regulatory cells using a flow cytometer (FACs
Calibur, BD, Bectom Dickinson).

After diagnosis of mild persistent asthma,
asthmatic children were started on once-daily 4 mg
of  Montelukast (chewable tablet). They were
followed up every two weeks for six weeks through



history taking and clinical examination for acute
exacerbation and need for rescue medications. All
the above investigations were repeated at the end of
six weeks of Montelukast therapy .

Flow cytometry procedure:

Staining of (CD3, CD4, and CD25) cell markers
was conducted according to the protocol of the
manufacturing company of flow cytometer (FACS
Calibur, BD, Bectom Dickinson (BD), USA); using
conjugated monoclonal antibodies (MCAB) with
phycoerythrin  (PE), fluorescent isothyocyanate
(FITC) and Allophycocyanin (APC).

Immunophenotyping for T-regulatory cell:

The reagents for color analysis of T cell surface
marker (CD3+ CD4+) consist of CD3-FITC and
CD4-PE; for T-regulatory (cell surface staining
CD4+CD25+ intracellular staining for FoxP3) the
reagents consisted of FITC conjugated anti-human
CD4; PE conjugated anti-human CD25, and APC-
conjugated anti-human FOXP33L,

Ethical consideration:

An informed written consent consistent with the
ethical principles of the International Conference of
Harmonization guideline  and Good Clinical
Practice (ICH-GCP)* was obtained from the
guardians of all the cases. The study was approved
by the local Ethics Committee of the Faculty of
Medicine, Suez Canal University, Egypt.

RESULTS
Table 1 shows the demographic and laboratory data
which demonstrate no statistical difference between

Montelukast and asthma

patients and controls regarding the mean age, sex,
BMI, and blood picture.

The serum levels of IgE, 1L4 and IL13 (Figs 1,
2). And the counts of eosinophils, total
lymphocytes, T cells (CD3+) and helper T cells
(CD3+CD4+) were all increased with a statistically
significant difference in children with asthma more
than the healthy control children. However, the
serum levels of IL10 and Treg cells
(CD4*CD25"FoxP3*) counts were significantly
lower in asthmatic children (Table 2) and (Figs
3,4).

Montelukast treatment resulted in a significant
decrease in serum levels of IgE, IL4 and IL13,
whereas the serum level of IL10 significantly
increased (Figs 1, 2, 3). The eosinophils cell count,
total lymphocytes count, T cells (CD3+) and helper
T cells count (CD3+CD4+) significantly decreased
after treatment with Montelukast while Treg cell
(CD4*CD25" FoxP3*) count significantly increased
in asthmatic children after treatment (Table 3) and
(Fig4).

In this study, we assessed the correlation
between the cytokines and IgE and immunological
cells. There was a significant positive correlation of
IgE with IL4 and IL13, whereas there was a
significant negative correlation between IgE and
IL10. T lymphocytes had a significant positive
correlation with IL13, while significant negative
correlation with 1L10 and no correlation with I1L4.
Helper T cells had a significant positive correlation
with L4 and I1L13 however, it showed no
correlation with IL10. T regulatory cells had no
correlation with the studied cytokines (Table 4).

Tablel. Demographic and laboratory characteristics of the studied population

Asthmatic children | Control children | p-value
Age
Mean (+SD) 3.68+0.94 3.98+1.21 0.47
BMI kg/m?
Mean £SD 18.11+2.4 19.03+1.9 0.14
Gender (n%%*)
Male 26 (65%) 11 (55%) 0.57
Female 14 (35%) 9 (45%)
Hb gm/dl
Mean (£SD) 11.8+58 12.1+.55 0.06
WBCs x103/pl
Mean (+SD) 7.32+1.52 7.6+1.69 0.47
Platelets x10%/ul
Mean (+SD) 261.6+81.93 239.2+£73.37 0.07

BMI = Body Mass Index; Hb= hemoglobin; WBC= White Blood cell count
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Table 2. Assessment of cytokine levels and immunological cell counts between asthmatic children before
treatment and healthy control.

Asthmatic children | Healthy control | P value
Total IgE 1U/ml 384.60+128.92 59.45+15.95 <0.001*
IL4 ng/l 161.99+31.43 44.17+10.4 <0.001*
IL10 ng/l 4.87+.44 7.65+.93 <0.001*
IL13 ng/l 102.07+35.01 17.04+2.57 <0.001*
Lymphocyte x10%ul 4.434 £0.6294 3.639+0.445 <0.001*
Esinophil (cell/mm?3) 403.8038+93.9107 179.51+41.69 <0.001*
CD3+ (cell/mm?) 2180.28+484.12 1674.784+233.87 | 0.01*
CD3+% 48.9+5.8 45.4+3.3 <0.001*
CD3+CD4+ (cell/mm?) 1620.5+ 249.29 1124.1+211.25 | <0.001*
CD3+CD4% 36.65+ 3.36 30.86+3.99 <0.001*
CD* CD25+ FoxP3* (cell/mm?) 185.5+ 25.7 201.7+32.8 <0.001*
CD4* CD25+ FoxP3*% 0.401+ .09144 0.5321+.06819 | <0.001*

Statistical Significance at p < 0.05; *Statistically-significant

Table 3. The Impact of Montelukast treatment on cytokine levels and immunological cell counts in

asthmatic children

Before treatment After treatment | P value
Total IgE 1U/ml 384.60+128.92 168.55+34.244 <0.001*
IL4 ng/l 161.99+31.43 130+29.486 <0.001*
IL10 ng/l 4.87+.44 6.9273+.86039 <0.001*
IL13 ng/l 102.07+35.01 53.64+12.03 <0.001*
Lymphocyte (Cell/mm?®) 4.434 +0.6294 3.887+0.5970 <0.001*
Esinophil (cell/mm?®) 403.8038+93.9107 | 266.848+35.20512 | <0.001*
CD3+ count (Cell/mm?) 2180.2828+484.122 | 1897.42+494.875 | 0.012*
CD3+% 48.9+5.8 43.5+1.2 0.01*
CD3+CD4+ (Cell/mm®) 1620.5+249.29 1342+306 <0.001*
CD3+CD4% 36.65+.03365 31.1+.081 <0.001*
CD4* CD25* FoxP3*% (Cell/mm?) 185+25 207.42+31.9 <0.001*
CD4* CD25* FoxP3* % 0.401+.0914 0.468+.038 <0.001*

Statistical Significance at p < 0.05; *Statistically-significant

Table 4. Correlation between serum levels of cytokines with IgE, T lymphocytes and its subtypes in
asthmatic children

Cytokines IgE T lymphocytes CD3+ | Helper T lymphocytes | T regulatory
CD3+CD4+ CD4+CD25+
r# P value r# P value r# P value r# P value
IL4 0.673 | <0.001* | 0.112 0.321 0.264 0.018* 0.019 | 0.864
IL10 -0.716 | <0.001* | -0.262 0.019* -0.077 0.638 0.108 | 0.342
IL13 0.686 | <0.001* | 0.292 0.009* 0.38 0.001* -.0193 | 0.087

#Pearson Correlation; *Statistically-significant

90



Montelukast and asthma

250

200 —

Serum level of IL4 ng/l
S

| -

Asthmatic Group Asthamtic after ttt. Healthy control

Figure 1. Serum levels of IL 4 in healthy control and asthmatic children before and after treatment.
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Figure 2. Serum levels of IL 13 in healthy control and asthmatic children before and after treatment.
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Figure 3. Serum levels of IL 10 in healthy control and asthmatic children before and after treatment.
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Figure 4. Assessment of T helper and T regulatory cells by flow cytometer. CD4 positive events gated
within the lymphoid region (T helper) and dot plot was made with cells from this region showing CD4,
CD25 and Foxp3 positive cells to assess the CD4+/CD25+/FoxP3+ coexpression (T regulatory ) from
the T cells.

DISCUSSION

In our study serum L4 and IL13 and eosinophil
count were high in all asthmatic children, findings
which agree with those of other studies, which
suggested that airway inflammation is the key to
reversible airway obstruction in asthma.®® TH2
cytokines (IL-4 and IL-13) play a great role in
eosinophilic inflammation of asthmatic airways.*
Correspondingly, Wills-Karp et al. * reported the
role of TH2 cytokines in IgE synthesis by B cells;
mucus production, bronchial fibrosis and airway
hyper-responsiveness (AHR) in asthma. Levels of
IL-13 and eosinophils numbers were high in sputum
and bronchial biopsies from asthmatic patients.*®
Furthermore, eosinophil percentages were (29%
and 23%) in severe and mild cases.*’
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IgE acts as a mediator of the allergic response in
asthma.® Our results confirmed that all asthmatic
children have increased IgE levels than their control
counterparts. In a previous study, IgE level has
been shown to be high in severe and mild asthma
(43% and 50% respectively ).*%7 Specific IgE
triggers eosinophils production and activates mast
cells that differentiate T helper cells into Th2 cells
which secrete IL-4, IL-5, IL-10 and IL-13
cytokines.>*#° This explains the increased total
lymphocyte count, and eosinophils cell count in
our asthmatic children as compared to control.

IL-10 controls immune tolerance to allergens.
Asthma severity is inversely correlated with IL-10
levels, Which inhibits Thl and Th2 cell activation
and acts as an anti-inflammatory cytokine.*® Also, it



inhibits eosinophilia by suppression of IL-5 and
GM-CSF, direct effects on eosinophil apoptosis,
and effects on cell proliferation through down-
regulation of IL-1.*

Our results show decreased serum levels of I1L10
in asthmatic children compared to healthy children.
Diminished levels of IL-10 and elevated levels of
proinflammatory IL-17F and IL-33 were found in
asthmatics.*>4®*  Patients with asthma had
significantly fewer IL-10 producing cells as
compared to normal controls.**

IL-10 is secreted by monocytes and T regulatory
cells under the control of IL- 2 in response to
allergens.** Our low levels of IL10 might be due to
the decrease of T regulatory cells (Tregs) count.
However, both steroid therapy and allergen specific
immunotherapy are known to elevate endogenous
IL-10 levels as a target for treatment of asthma, due
to its ability to inhibit IFN-y and  IL-2 production
in Th2 cells.** Akdis et al., reported the IL-10
reduction and increased IL-4 allergen-responsive T
cells in allergic patients compared to non-atopic
people. #°

Our results show Treg cell (CD4+ CD25+
FoxP3+) count reduction, an increase of T cells
(CD3+) and helper T cell (CD3+CD4+) counts in
asthmatic children as compared to controls. Our
findings agree with den Otter “ who showed a
strong correlation between high CD4+ cells (from
bronchial biopsies) of asthmatic and a decline in its
long-term lung function.

Asthmatic patients have increased levels of IL-
13 and type 2 cytokines, reduction of
bronchoalveolar lavage regulatory T-cell numbers
and increase mast cell mediator levels.*” The
inadequate  production of immunoregulatory
cytokines (e.g., transforming growth factor-b and
IL-10 and conversion of regulatory T cells (Tregs)
to Th2 effector cells all contribute in asthma
pathogenesis. 850

Function and numbers of CD4+CD25 T cell as
well as Foxp3 mRNA in the lung (but not
peripheral blood) were lower in asthmatic children
as compared to non-asthmatics with cough,® also
Foxp3 protein expression was reduced among
asthmatic patients.®2

Montelukast decreases the bronchial tree hyper
responsiveness in asthma. Sputum and peripheral
blood eosinophils are reduced by treatment with
Montelukast.5® After treatment with Montelukast,
we observed a decreased eosinophil, total
lymphocyte, T cells (CD3+) and helper T cell
(CD3+CD4+) counts.

Montelukast and asthma

In-vitro studies showed that Montelukast given
in high doses reduces IL-4, IL-5 and IL-13 levels in
the lung.>* Montelukast was found to decrease IL-4
MRNA expression in the lungs after challenge with
allergens.® Scientists found that allergic rhinitis
children treated with Montelukast had a significant
decrease of IL-4 and IL-13 and a significant
increase of IFN-y levels in their nasal lavage.®® In
the current study, a decrease in the serum levels of
IgE, IL4 and IL13, and elevation of the serum
levels of IL10 after Montelukast usage was
observed.

T regulatory inhibits the immune responses
progression, and limits its duration through IL-10
and TGF-B.> Montelukast can suppress the
proliferation of inflammatory cells and decrease
cytokines and inflammatory mediators while
inhibiting airway remodeling or fibrosis.*

The existing study investigates the role of Treg
cells in the pathogenesis of mild asthma in children
by detecting the levels of Tregs and cytokines in the
peripheral blood. The serum levels of IL10, and
Treg cells count decreased in asthmatic children as
compared to the control group. Treatment with
Montelukast has increased the Treg cell count in
asthmatic children. This suggests that Treg cells are
crucial in asthma, which may help future studies of
asthma pathogenesis and provides a reliable guide
for treatment.

REFERENCES

1. MurbocH JR, LLoyp €M. Chronic inflammation and
asthma. Mutat Res 2010; 690: 24-39.

2. RADHAKRISHNAN DK, DELL SD, GUTTMANN A,
SHARIFF SZ, Liu K, To T. Trends in the age of
diagnosis of childhood asthma. J Allergy Clin
Immunol 2014; 134 (5): 1057-62.e5.

3. sears MR. Evolution of asthma through childhood.
Clin Exp Allergy 1998; 28 (5): 82-9; discussion 90-1.

4. BJERG-BACKLUND A, PERZANOWSKI MS, PLATTS-
MiLLs T, SANDSTROMT, LUNDBACK B, RONMARK E.
Asthma during the primary school ages prevalence,
remission and the impact of allergic sensitization.
Allergy 2006; 61(5):549-55.

5. WEICHENTHAL S, DUFRESNE A, INFANTE-RIVARD C.
Indoor ultrafine particles and childhood asthma:
exploring a potential public health concern. Indoor
Air 2007;17(2): 81-91.

6. BATEMAN ED, HURD SS, BARNES PJ, BOUSQUET dJ,
DRAZEN JM, FiITz GERALD JM, ET AL. Global
strategy for asthma management and prevention:
GINA executive summary. Eur Respir J 2008; 31(1):
143-78.

93



El-Kelany et al.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

94

BAarNEs PJ. Immunology of asthma and chronic
obstructive pulmonary disease. Nat Rev Immunol
2008; 8(3): 183-92.

AKBARI 0O, FAuL JL, HoYyTe EG, BERRY GJ,
WAHLSTROM J, KRONENBERG M, ET AL. CD4+
invariant T-cell-receptor+ natural killer T cells in
bronchial asthma. N Engl J Med 2006; 354(11):
1117-29.

STEINKE JW, BorisH L. Th2 cytokines and asthma.
Interleukin-4: its role in the pathogenesis of asthma
and targeting it for asthma treatment with interleukin-
4 receptor antagonists. Respir Res 2001; 2(2): 66-70.

BOUTTEN A, BONAY M, LARIBE S, LESECHE G,
CASTIER Y, LEGON-MALAS V, ET AL. Decreased
expression of interleukin 13 in human lung

emphysema. Thorax 2004; 59(10): 821a-821a.

JACKSON DJ, SYKES A, MALLIA P, JOHNSTON SL.
Asthma exacerbations: origin, effect, and prevention.
J Allergy Clin Immunol 2011; 128(6): 1165-74.

wiLLs-Karp M. Interleukin-13  in  asthma
pathogenesis. Immunol Rev 2004; 202: 175-90.

KUPERMAN DA, HUANB X, KoTH L. Direct effects of
interleukin-13 on epithelial cells cause airway
hyperreactivity and mucus overproduction in asthma.
Nat Med 2002;8(8): 885-9.

AKBARI O, Stock P, DEKRUYFF RH, UMETsuU DT.
Role of regulatory T cells in allergy and asthma. Curr
Opin Immunol 2003; 15(6): 627-33.

PRETOLANI M, GoLpomaN M. IL-10: a potential
therapy for allergic inflammation? Immunol Today
1997; 18: 277-80.

ROYER B, VARADARADJALOU S, SaAAs P,
BuiLLOS50ON JdJd, KANTELIP JP, ARoek M. Inhibition
of IgE-induced activation of human mast cells by IL-
10. Clin Exp Allergy 2001; 31(5): 694-704.

TAKANASKI S, NONAKA R, XING Z, DO'BYRNE P,
DoLovicH J, JorpaNa M. Interleukin 10 inhibits
lipopolysaccharide-induced survival and cytokine
production by human peripheral blood eosinophils. J
Exp Med 1994; 180 (2): 711-5.

NoOURIFARIA KT, WAcHHOLZ PA, FRANCIS JN,
JAcoBsON MR, WALKER SM, WiLcoek LK, ET AL.
Grass pollen immunotherapy induces mucosal and
peripheral 1L-10 responses and blocking IgG activity.
J Immunol 2004; 172(5): 3252-9.

HAwRYLOwWIEZ CM, DO'GARRA A. Potential role of
interleukin-10-secreting regulatory T cells in allergy
and asthma. Nat Rev Immunol 2005; 5(4): 271-83.

RoeiNsaN DS. Regulatory T cells and asthma. Clin
Exp Allergy 2009. 39:9: 1314-23.

YukseL B, YOKseL B, AYDEMIR B, UsTUNDAG G,
ELDES N, KUTSAL E, ET AL. The effect of treatment
with montelukast on levels of serum interleukin-10,
eosinophil cationic protein, blood eosinophil counts,
and clinical parameters in children with asthma. Turk
J Pediatr 2009; 5(15): 460-5.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

REISS TF, CHERVINSBKY P, DOCKHORN RdJ.
Montelukast, a once-daily leukotriene receptor
antagonist, in the treatment of chronic asthma: a
multicenter,  randomized,  double-blind trial.

Montelukast Clinical Research Study Group. Arch
Intern Med 1998; 158(11): 1213-20.

KNORR B, MATZz J, BERNSTEIN JA. Montelukast for
chronic asthma in 6- to 14-year-old children: a
randomized, double-blind trial. Pediatric Montelukast
Study Group. Jama 1998; 279(15): 1181-6.

PoTTER PC. Current guidelines for the management
of asthma in young children. Allergy Asthma
Immunol Res 2010; 2(1) : 1-13.

LEFF JA, Busse WW, PEarLMAN D. Montelukast, a
leukotriene-receptor antagonist, for the treatment of
mild asthma and exercise-induced
bronchoconstriction. N Engl J Med 1998; 339(3):
147-52.

KEMP JP, DOCKHORN RdJ, SHAPIRO GG.
Montelukast once daily inhibits exercise-induced
bronchoconstriction in 6- to 14-year-old children with
asthma. J Pediatr, 1998; 133(3): 424-8.

PEDERSEN SE, HURD 55, LEMANSKE JR, BECKER A,
ZARH J, SLY P, eT AL Global strategy for the
diagnosis and management of asthma in children 5
years and younger. Pediatr Pulmonol 2011; 46 (1): 1-
17.

JUNIFER EF, GUYATT EH, FEENY DH, FERRIE Pd,
GRIFFITH LE, TowNseND M. Measuring quality of life
in children with asthma. Qual Life Res 1996; 5(1):
35-46.

SANTANELLO NC, BARBER BL, REISs TF, FRIEDMAN
BS, JuNIPER EF, 2ZHANG dJ. Measurement
characteristics of two asthma symptom diary scales
for use in clinical trials. Eur Respir J 1997; 10(3):
646-51.

RoTHE T, SpPAGNOLO P, BRIDEVAUX PO,
CLARENBACH G, EICH-WANGER C, MEYER F, ET AL.

Diagnosis and Management of Asthma - The Swiss
Guidelines. Respiration 2018; 95(5): 364-380.

ZHuU J, YAMANE H, PauL WE. Differentiation of
effector CD4 T cell populations (*). Annu Rev
Immunol 2010; 28: 445-89.

ICH harmonized tripartite guideline: Guideline for
Good Clinical Practice. J Postgrad Med 2001;47:45-
50

WALsH GM. An update on emerging drugs for
asthma. Expert Opin Emerg Drugs 2012; 17(1): 37-
42

WaLsH GM. Anti-IL-4/-13 based therapy in asthma.
Expert Opin Emerg Drugs 2015;20(3): 349-52.
WILLS-KARP M, LuyimMBAZI J , Xu X, SCHOFIELD B,
NEBEN TY, KARF CL, ET AL. Interleukin-13: central
mediator of allergic asthma. Science, 1998;
282(5397): 2258-61.



36.

37.

38.

39.

40.

41.

42,

43.

44,

45,

46.

SAHA SK, BERRY MA, PARKER D, Sippbigul S,
MORGAN A, MAY R, ET AL Increased sputum and
bronchial biopsy IL-13 expression in severe asthma. J
Allergy Clin Immunol 2008; 121(3): 685-91.

GHAFFARI J, RAFIEI AR, AJAMI A, MAHDAVI M,
HosHIAR B. Serum interleukins 6 and 8 in mild and
severe asthmatic patients, is it difference? Caspian J
Intern Med 2011; 2(2): 226-8.

KuNKEL G, RYDEN AC. Serum eosinophil cationic
protein (ECP) as a mediator of inflammation in acute
asthma, during resolution and during the monitoring
of stable asthmatic patients treated with inhaled
steroids according to a dose reduction schedule.
Inflamm Res 1999; 48(2): 94-100.

MaroNe G. Asthma: recent advances.
Today 1998; 19(1): 5-9.

YsseL H , Broux H. Characterization of T cell
subpopulations involved in the pathogenesis of
asthma and allergic diseases. Int Arch Allergy
Immunol 2000; 121(1): 10-8.

DGAWA Y, DurRu EA, AMEREDES BT. Role of IL-10 in
the resolution of airway inflammation. Curr Mol Med
2008; 8(5): 437-45.

RAEISZADEH JAHROMI §, MAHESH PA, JAYARAJ
BS, MADHUNAPANTULA SR, HOLLA AD,
VISHWESWARAIAH 8, ET AL. Serum levels of IL-10,
IL-17F and IL-33 in patients with asthma: a case-
control study. J Asthma, 2014; 51(10): 1004-13.

BORISH L, AARONS A, RUMBYRT J, CVIETUSA P,
NeGRI J, WENzZeEL 8. Interleukin-10 regulation in
normal subjects and patients with asthma. J Allergy
Clin Immunol 1996; 97(6): 1288-96.

ToMiTA M, CAMPOS-ALBERTO E, SHIMA M, NAMIKI
M, SuciMoTo K, KoJiMA H, T AL. Interleukin-10
and interleukin-5 balance in patients with active
asthma, those in remission, and healthy controls Asia
Pac Allergy. 2015; 5(4): 210-215.45.

AKDIS M, TAYLOR A, KARAMLOO F, KARAGIANNIDIS
C, CRAMERI R, THUNBERG &S, ET AL. Immune
responses in healthy and allergic individuals are
characterized by a fine balance between allergen-
specific T regulatory 1 and T helper 2 cells. J Exp
Med 2004; 199(11): 1567-75.

DEN OTTER |, WILLEMS LN, VAN SCHADEWIJK A, VAN
WIJNGAARDEN S, JANSSEN K, DE JEU RC, ET AL.
Lung function decline in asthma patients with
elevated bronchial CD8, CD4 and CD3 cells. Eur
Respir J 2016; 48(2): 393-402.

Immunol

47.

48.

49.

50.

51.

52.

53.

54,

55.

56.

57.

58.

Montelukast and asthma

HINKS TS, ZHOu X, STAPLES KdJd, DIMITROV BD,
MANTA A, PETROSSIAN T, ET AL. Innate and adaptive
T cells in asthmatic patients: Relationship to severity
and disease mechanisms. J Allergy Clin Immunol
2015; 136(2): 323-33.

BARRETT NA, AusTEN KF. Innate cells and T helper
2 cell immunity in airway inflammation. Immunity
2009; 31(3): 425-37.

RAY A, KHARE A, KRISHNAMDORTHY N, @1 Z, RAY P.
Regulatory T cells in many flavors control asthma.
Mucosal Immunol, 2010. 3:3: 216-29.

LING MF, LusTER AD. Allergen-Specific CD4(+) T
Cells in Human Asthma. Ann Am Thorac Soc2016;
13 (1): S25-30.

HARTL D, KOLLER B, MEHLHORN AT, REINHARDT D,
NicoLAl T, ScHENDEL DdJ, ET AL. Quantitative and
functional impairment of pulmonary CD4+CD25hi
regulatory T cells in pediatric asthma. J Allergy Clin
Immunol 2007;119(5): 1258-66.

PrROvVOOST S, MAES T, VAN DURME YM, GEVAERT P,
BACHERT G, SCHMIDT-WEBER OB, ET AL. Decreased
FOXP3 protein expression in patients with asthma.
Allergy 2009; 64(10): 1539-46.

HoLeATE ST, SamMpsoN AP. Antileukotriene therapy.
Future directions. Am J Respir Crit Care Med 2000;
161(2): S147-53.

Wu AY, CHIK SB, CHAN AW, LI Z, TSANG KW, LI W.
Anti-inflammatory effects of high dose montelukast
in an animal model of acute asthma. Clin Exp Allergy
2003; 33(3): 359-66.

NAG S, LAMKHIOUED B, RENzi PM. Interleukin-2-
induced increased airway responsiveness and lung
Th2 cytokine expression occur after antigen
challenge through the leukotriene pathway. Am J
Respir Crit Care Med 2002;165(11): 1540-5.

CIPRANDI G, FrRATI F, MARcucec! F, SENSI L, TOsScA
MA, MiLaNese M, eT AL. Nasal cytokine modulation
by montelukast in allergic children: a pilot study. Eur
Ann Allergy Clin Immunol 2003; 35(8): 295-9.

CHENG H, XI Y, CHI X, Wu Y, Liu G. Fenofibrate
treatment of rats with experimental autoimmune
myocarditis by alleviating Treg/Th17 disorder. Cent
Eur J Immunol 2016; 41(1): 64-70.

Suzukl T, SAITo I, ADACHI M, SHIMBO T, SATO H.
Influence of patients' adherence to medication,
patient background and physicians' compliance to the
guidelines on asthma control. Yakugaku Zasshi 2011;
131(1): 129-38.

95



