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The prototype cysteinyl leukotriene receptor antagonist, montelukast, is generally 
considered to have a niche application in the therapy of exercise- and aspirin-induced 
asthma. It is also used as add-on therapy in patients whose asthma is poorly controlled 
with inhaled corticosteroid monotherapy, or with the combination of a long-acting β(2)-
agonist and an inhaled corticosteroid. Recently, however, montelukast has been reported 
to possess secondary anti-inflammatory properties, apparently unrelated to conventional 
antagonism of cysteinyl leukotriene receptors. These novel activities enable montelukast 
to target eosinophils, monocytes, and, in particular, the corticosteroid-insensitive 
neutrophil, suggesting that this agent may have a broader spectrum of anti-inflammatory 
activities than originally thought. If so, montelukast is potentially useful in the 
chemotherapy of intermittent asthma, chronic obstructive pulmonary disease, cystic 
fibrosis, and viral bronchiolitis, which, to a large extent, involve airway epithelial 
cell/neutrophil interactions. The primary objective of this mini-review is to present 
evidence for the cysteinyl leukotriene–independent mechanisms of action of montelukast 
and their potential clinical relevance. 

KEYWORDS: chronic obstructive pulmonary disease, cyclic AMP, cysteinyl leukotrienes, cystic 
fibrosis, histone acetyltransferase, 5-lipoxygenase, cyclic nucleotide phospodiesterase, sepsis, 
viral bronchiolitis 

 

INTRODUCTION 

Montelukast is a prototype, selective, pharmacological antagonist of type 1 cysteinyl leukotriene receptors 

(CysLT1Rs). These G protein–coupled receptors recognize the CysLTs LTD4 and LTC4/LTE4 expressed 

on the plasma membrane of structural (epithelial, fibroblasts/myoblasts, smooth muscle) and 

inflammatory cells, including neutrophils, monocytes/macrophages, mast cells, basophils, dendritic cells, 

and lymphocytes[1]. Following their interaction with CysLT1Rs on target cells, CysLTs recruit and 

mailto:grtintinger@gmail.com
mailto:feldmanc@medicine.wits.ac.za
mailto:atheron@postillion.up.ac.za
mailto:ronald.anderson@up.ac.za


Tintinger et al.: Anti-Inflammatory Actions of Montelukast TheScientificWorldJOURNAL (2010) 10, 2403–2413 

 

 2404 

activate inflammatory cells; enhance vascular permeability and bronchial hyper-reactivity; promote 

airway remodeling, which is consequent to the release of proteolytic enzymes such as elastase and matrix 

metalloproteinases (MMPs); and prime/sensitize neutrophils for hyper-reactivity on subsequent exposure 

to formyl peptides[1,2,3,4], leading to enhanced release of elastase and MMP-8[4]. 

Montelukast effectively antagonizes the proasthmatic/proinflammatory/priming activities of CysLTs 

and forms part of numerous international guidelines for asthma therapy[5]. Interestingly, recent evidence 

suggests that montelukast possesses a range of secondary anti-inflammatory activities, apparently 

unrelated to antagonism of CysLT1Rs. These include inhibition of the enzymes 5-lipoxygenase[6], histone 

acetyltransferase (HAT)[7], and adenosine 3’,5’-cyclic monophosphate (cAMP) phosphodiesterase[8], as 

well as interference with purinergic P2Y receptors[6], and inhibition of eosinophil adhesion to vascular 

endothelium and migration[9]. These CysLT1R-independent, anti-inflammatory mechanisms of action of 

montelukast may be particularly effective in controlling the corticosteroid-insensitive neutrophil and are 

the major focus of the current review. Of necessity, however, an overview of these is preceded by a 

consideration of the role of cAMP in controlling neutrophil-mediated inflammation. 

ANTI-INFLAMMATORY ACTIVITY OF cAMP-ELEVATING AGENTS  

cAMP possesses broad spectrum anti-inflammatory activity and has been described as the “master 

regulator of innate immune cell function”[10]. As a consequence of activation of cAMP-dependent 

protein kinase A (PKA), cAMP promotes restoration of Ca
2+

 homeostasis in neutrophils and other cell 

types by multiple mechanisms, including phosphorylative inactivation of phospholipase Cβ3[11], 

inactivation of store-operated Ca
2+

 channels[12], inhibition of p38 MAP kinase with consequent 

interference with activation of 5-lipoxygenase[13], and attenuation of an autocrine, leukotriene B4 

(LTB4)–mediated secondary wave of Ca
2+

 influx[14].
 
   

Elevated cytosolic Ca
2+

 concentrations precede and are a prerequisite for neutrophil degranulation, 

oxidant production, and release of lipid mediators consequent to activation with chemoattractants, such as 

platelet-activating factor, formyl peptides, C5a, and LTB4[15]. Following release from cytosolic vesicles, 

Ca
2+

 is rapidly resequestered into calciosomes by endomembrane ATPases up-regulated by PKA[16]. 

Intracellular cAMP concentrations are dependent on the activity of adenylate cyclase enzymes, which 

generate cAMP from ADP and on the activity of intracellular phosphodiesterases (PDEs), which 

hydrolyze cAMP[17]. Inhibition of PDEs markedly delays cAMP removal from the cytosol, promoting 

the PKA-mediated clearance of cytosolic Ca
2+

. This accelerated uptake of Ca
2+

 into intracellular stores is 

associated with significant attenuation of multiple Ca
2+

-dependent pathways, which generate 

proinflammatory mediators[18,19]. 

cAMP-elevating agents effectively target multiple proinflammatory pathways[10], but to date have 

enjoyed limited utility in clinical practice consequent to a narrow therapeutic window (theophylline) or 

significant adverse effects (theophylline and roflimulast).  

CYSLT1R-INDEPENDENT ANTI-INFLAMMATORY ACTIVITIES OF MONTELUKAST 

5-Lipoxygenase 

Receptor-mediated stimulation of cells of the innate immune system results in Ca
2+

 mobilization and 

activation of 5-lipoxygenase. The primary consequence is production of the potent neutrophil 

chemoattractant, LTB4, as well as production of CysLTs by basophils, eosinophils, mast cells, and, to a 

lesser extent, monocytes/macrophages, all of which possess the necessary enzymes for conversion of 

LTA4 to CysLTs[1]. Montelukast has been reported to inhibit 5-lipoxygenase in both activated 

neutrophils and monocytes/macrophages by a mechanism that has not been fully characterized, but which 

appears to be distinct from antagonism of CysLT1Rs[6,8,13]. Although the concentrations (1 μM) of 
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montelukast required to cause significant inhibition of 5-lipoxygenase are higher than those required for 

complete blockade of CysLT1Rs, they are nevertheless close to peak serum concentrations detected 

during chemotherapy with this agent[20,21]. Inhibition of the synthesis of CysLTs clearly has the 

potential to complement montelukast-mediated antagonism of CysLT1Rs, while attenuation of production 

of LTB4 represents an additional therapeutic activity that may contribute to the control of corticosteroid-

insensitive neutrophil-mediated inflammation[22,23]. Recently, however, Steib et al. failed to detect 

inhibitory effects of montelukast at a fixed concentration of 1 μM (the threshold for inhibition of 5-

lipoxygenase) on the production of CysLTs by isolated rat Kuppfer cells activated with zymosan or 

lipopolysaccharide[24]. This may reflect the relative insensitivity of these cells to montelukast, 

necessitating higher concentrations of this agent and/or the type of stimulant used.  

Histone Acetyltransferase 

Pranlukast, another CysLT1R antagonist, has been reported to inhibit the activation of the transcription 

factor, nuclear factor (NF)-κB, in allergen-activated human monocytes, or lipopolysaccharide- or tumor 

necrosis factor (TNF)–stimulated monocyte/macrophage cell lines, as well as in epithelial and endothelial 

cell lines by a CysLT1R-independent mechanism[25,26,27,28]. This, in turn, results in decreased 

transcription of genes encoding proinflammatory proteins, particularly cytokines/chemokines, such as 

interleukin (IL)-8 and TNF. These inhibitory effects of pranlukast on the activation of NF-κB were 

apparently achieved by CysLT1R-independent mechanisms because (1) similar effects were observed 

using a CysLT1R-nonexpressing T-cell line[25], (2) LTD4 did not activate NF-κB in the epithelial or 

endothelial cell lines[26,27,28], and (3) treatment with the 5-lipoxygenase inhibitor, zileuton, did not 

attenuate activation of NF-κB in a stressed endothelial cell line[28]. Montelukast has also been reported 

to inhibit the activation of NF-κB in a human monocyte/macrophage cell line[29]. Other than the 

relatively high concentrations of montelukast required to achieve this effect, the mechanism of inhibition 

was not convincingly demonstrated to be independent of CysLT1Rs.  

More recently, Tahan et al. reported that montelukast at concentrations of 0.01–10 μM caused 

significant, dose-related suppression (maximal at 0.1 μM) of IL-8 gene transcription and protein synthesis 

following activation of a monocyte/macrophage cell line with TNF[7]. Although activation of NF-κBp65, 

measured by DNA binding, was unaffected, treatment of the cells with montelukast resulted in substantial 

suppression of HAT activity[7]. The precise molecular mechanism underpinning these inhibitory effects 

of montelukast on HAT was not established, but may involve interference with the activation of 

transcriptional coactivator proteins, a prerequisite for histone acetylation, chromatin unwinding, and gene 

transcription. 

Eosinophil Adhesion 

Montelukast has been reported to inhibit eosinophil adhesion by several CysLT1R-dependent 

mechanisms. These include interference with CysLT-mediated (1) adhesion to intercellular adhesion 

molecule-1 (ICAM-1) by blocking both the avidity and focal clustering of the β(2)-integrin, 

CD11b/CD18; and (2) STAT-1–induced up-regulation of ICAM-1 expression on bronchial epithelial 

cells[30,31]. In addition to these anti-inflammatory mechanisms, montelukast has also been reported to 

target eosinophil adhesion and migration by CysLT1R-independent mechanisms. These include (1) 

interference with the interaction of the β(1)-integrin, α4β1, with its counter-receptor, vascular cell 

adhesion molecule-1[9]; and (2) decreased migration activated by the chemoattractant, 5-oxo-6,8,11,14-

eicosatetraenoic acid[32]. While the former activity was evident at 0.1 μM and unaffected by inclusion of 

the 5-lipoxygenase–activating protein inhibitor, MK886, compatible with a CysLT1R-independent 

mechanism, the latter effect was observed using 10 μM of this agent and was associated with decreased 
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expression of the urokinase plasminogen receptor and secretion of MMP-9, both of which are required for 

tissue extracellular matrix digestion[32]. 

P2Y Receptors 

These are a family of G protein–coupled, purinergic receptors activated by nucleotides, such as ATP, 

ADP, UTP, and UDP. Nucleotide-mediated activation of these receptors amplifies the reactivity of 

immune and inflammatory cells, potentiating inflammatory responses[33]. P2Y receptors are expressed 

by both monocytes/macrophages and neutrophils, with ATP-mediated autocrine stimulation of P2Y2 

receptors being intimately involved in neutrophil activation[34,35], while UDP signals via P2Y6 receptors 

on monocytes/macrophages[13,36].   

Although their relative contributions to harmful inflammatory responses remain to be established, 

P2Y receptors represent potential targets for pharmacological control of inflammation. In this context, it 

is noteworthy that Mamedova et al.[36] and, more recently, Woszczek et al.[13], reported that 

montelukast, as well as pranlukast[36] and zafirlukast[13], albeit at micromolar concentrations, 

antagonize the effects of nucleotides acting at P2Y receptors on both a monocyte/macrophage cell line 

and primary human monocytes. These effects of montelukast, pranlukast, and zafirlukast were 

independent of CysLT1R antagonism and were characterized by inhibition of phospholipase C, resulting 

in failure to generate inositol triphosphate and mobilize Ca
2+

 from intracellular stores, with consequent 

decreased production of IL-8[13,36]. The molecular mechanism underpinning the effects of montelukast 

and the other CysLT1R antagonists on P2Y receptor–mediated signaling remains to be established. 

Cyclic Nucleotide Phosphodiesterases 

We have recently reported that montelukast at concentrations 0.5 μM caused dose-related inhibition of 

the chemoattractant-activated proinflammatory activities of isolated human neutrophils. These included 

the generation of reactive oxygen species, release of the primary granule protease, elastase, and 

production of LTB4[8,30]. Montelukast markedly attenuated LTB4 production by PAF-activated 

neutrophils with maximal inhibition (89%) observed at concentrations of 2 μM[8]. Similar effects have 

been observed on the generation of CysLTs by primary monocytes treated with montelukast and 

zafirlukast[13]. The inhibitory effects of montelukast on activated neutrophils appeared to be independent 

of CysLT1Rs, but were, however, associated with increased levels of cAMP and suppression of the 

chemoattractant-activated increase in cytosolic Ca
2+

. Montelukast-mediated increases in neutrophil cAMP 

are likely to underpin the effects of this agent in suppressing the increases in cytosolic Ca
2+

[8,37]. 

Target identification studies revealed nonspecific cyclic nucleotide PDE inhibitory activity to be the 

probable mechanism of the cAMP-elevating activity of montelukast[8]. PDE4-subtype-B2 is the 

predominant PDE in human neutrophils[38] and these cells are extremely sensitive to the inhibitory 

effects of both selective and nonselective PDE inhibitors such as rolipram[39] and pentoxyphylline[40], 

respectively. Although on a molar concentration basis it is 10–100-fold less potent than rolipram, it is 

noteworthy that the inhibitory effects of montelukast on neutrophils are not only substantial, but are also 

evident at therapeutically/close-to-therapeutically relevant concentrations of this drug[8].  

Although unproven, it is possible that the cAMP-elevating activity of montelukast may also underpin 

the inhibitory effects of montelukast on 5-lipoxygenase, HAT, and eosinophil adhesion mentioned above. 

Activation of 5-lipoxygenase results in translocation of the enzyme from the cytosol to the nuclear 

membrane, where it associates with 5-lipoxygenase–activating protein, a process requiring Ca
2+

 and 

activation of p38 MAP kinase, both of which are counteracted by cAMP[41]. In the case of NF-κB, PKA 

has been reported to interfere with NF-κB–mediated gene transcription in both monocytes and endothelial 

cells without affecting DNA binding[42], similar to the effects of montelukast on TNF-activated 

monocytes/macrophages[7]. Activation of PKA results in phosphorylation of cAMP response element-



Tintinger et al.: Anti-Inflammatory Actions of Montelukast TheScientificWorldJOURNAL (2010) 10, 2403–2413 

 

 2407 

binding protein (CREB), which, in turn, competes with the p65 component of NF-κB for limiting 

amounts of the transcriptional coactivator with intrinsic HAT activity, CREB-binding protein[42]. 

Furthermore, activation of β-integrins, which is a prerequisite for the firm binding of eosinophils to 

vascular endothelium, is a Ca
2+

-dependent process, as is the release of MMP-9, which is required for 

dissolution of extracellular matrices[32]. 

Other Agents that Combine Antagonism of CysLTRs and Nonspecific PDE 
Inhibitory Activity 

Secondary, nonspecific PDE inhibitory activity has also been described for other CysLT1R antagonists, 

including several of the early, experimental CysLT1R antagonists, such as FPL55712 and 

LY171883[43,44]. More recently, CR3465, a novel CysLT1R antagonist, was reported to possess 

nonspecific PDE inhibitory activity[45]. In the case of FPL55712 and LY171883, PDE inhibitory activity 

appeared to represent a limitation in respect of specificity of pharmacological mode of action[43,44]. In 

the case of CR3465, however, the combination of CysLT1R antagonism and PDE inhibitory activity was 

considered to be beneficial because the latter property may confer additional protection by targeting 

spasmogenic and inflammatory mediators other than CysLTs[45]. From a molecular structure/function 

perspective, montelukast and CR3465 both possess a quinoline moiety, which may underpin the PDE 

inhibitory activities of these agents[45,46]. Currently, CR3465 is being developed by Rottapharm/Madaus 

and has completed preclinical evaluation to enter Phase I clinical trials[47]. 

Ibudilast, also known as KC-404, AV-411, and MN-166, is an anti-inflammatory agent that also 

combines CysLTR antagonism and PDE inhibitory properties[48]. This agent has an interesting history, 

having been developed in Japan where it has been marketed for almost 20 years for the treatment of 

asthma and cerebrovascular disorders. Two North American pharmaceutical companies, Avigen and 

MediciNova, have acquired the rights for development of ibudilast for the treatment of chronic, 

inflammatory neuropathic pain and multiple sclerosis, with Phase II clinical trials either underway or 

completed in the case of AV-411 and MN-166, respectively[48,49]. 

ROLE OF MONTELUKAST AS THERAPY FOR DIVERSE INFLAMMATORY 
DISORDERS 

Although registered primarily for use in asthma and/or allergic rhinitis, numerous trials, reviews, and 

reports have suggested that there may be additional disorders in which montelukast may be beneficial in 

therapy, and these are indicated in Table 1[50,51]. While in some of these other conditions, especially 

those associated with asthma, CysLTs may play a role in disease pathogenesis, and therefore the use of 

receptor antagonists in therapy may be completely predictable; in others, the CysLT1R-independent 

activity may also contribute[6,7,8,9,13,36].  

Chronic Obstructive Pulmonary Disease (COPD) 

The therapeutic potential of montelukast has been evaluated in COPD, a disorder in which leukotrienes 

may play a significant role[52]. However, targeting leukotrienes may not be the primary mechanism of 

benefit of CysLT1Rs in COPD, a condition in which the neutrophil is the predominant cell type recovered 

from the airway lumen[53,54]. PDE inhibitors, such as theophylline currently used in the treatment of this 

condition, appear to have bronchodilator, anti-inflammatory, and pulmonary vasodilator actions, probably 

attributable to increases in cAMP, resulting in reductions in cellular proliferation, smooth muscle 

relaxation, and decreased cellular inflammatory activity[53]. Alternatively, theophylline may increase 

histone deacetylase activity in alveolar macrophages from patients with COPD[55]. It is hardly surprising  
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TABLE 1 
CysLTR-Dependent and -Independent Anti-Inflammatory Activities of Montelukast, Together with 

the Disorders that may be Sensitive to Montelukast Consequent to Its Diverse Mechanisms of 
Action 

Anti-Inflammatory Activities of Montelukast Disorders 

Primary  

Inhibition of CysLTRs. Allergic rhinitis 
Atopic asthma 
Aspirin-induced bronchospasm 

 

 

Secondary  

Inhibition of 5-lipoxygenase 
Inhibition of PDEs 
Suppression of HAT activity 
Interference with P2Y receptor signaling 
Inhibition of eosinophil adhesion to vascular 

endothelium 

COPD, cystic fibrosis, viral bronchiolitis, idiopathic 
pulmonary fibrosis 

Paranasal sinus disease, allergic fungal sinusitis, nasal 
polyposis, otitis media, allergic conjunctivitis 

Chronic urticaria, atopic dermatitis, systemic mastocytosis 
Atherosclerosis 
Irritable bowel syndrome, pancreatitis, vulvovaginal 

candidiasis, interstitial cystitis 
Sepsis 
Immune reconstitution syndrome (IRIS) 
Hepatic ischemia-reperfusion injury 

 

 

 

that new therapies for use in COPD have focused on the development of selective PDE4 

inhibitors[53,56,57,58,59,60]. 

The short-term effects of montelukast in stable patients with moderate-to-severe COPD have been 

studied, with the end points being the dyspnea score, arterial blood gases, lung function tests, and quality 

of life (QoL) scores[61]. This was a prospective, randomized, single-blind controlled study of 117 

patients with COPD evaluated over a 2-month period. Significant increases in vital capacity, FVC, FEV1, 

visual analog scores (VAS), and PaO2 were noted at 2 months (p < 0.05) and there was a significant 

improvement in QoL scores (p < 0.05). Sputum samples were obtained in 24 of the COPD cases, and in 

the montelukast group, a decrease in neutrophilic activity was evident (n = 13; p = 0.059). The authors 

concluded that leukotriene antagonists should be considered for use in COPD patients when additional 

anti-inflammatory activity is needed.  

In a retrospective study, the long-term effects of montelukast on the control of COPD were 

investigated in a small cohort of patients with moderate-to-severe COPD[62]. The duration of follow-up 

was 23.6 ± 7.3 months. There was a significant improvement in reported shortness of breath, sputum 

production, wheezing, and nocturnal symptoms during the observation period (p < 0.05), as well as a 

significant reduction in the use of oral or inhaled corticosteroids, inhaled bronchodilators, and 

supplemental oxygen (p < 0.05). There was also a significant reduction in visits to the emergency 

department, number of hospitalizations, and duration of hospitalization for acute exacerbations of COPD 

(p < 0.05). No significant changes were noted with regard to FEV1, FEV1/FVC ratio, or peak flow. No 

side effects were reported and no patients discontinued medications. The authors concluded that long-

term use of montelukast was safe and improved control in moderate-to-severe COPD. More recently, a 

small study of patients with stable COPD, in whom montelukast was added, was undertaken over a 12-

month period[63]. This study documented a decrease in serum levels of LTB4, IL-8, and TNF, together 

with a reduction in dyspnea and sputum production, a decrease in the number of outpatient clinic visits, 

hospitalizations, and duration of hospitalization following initiation of montelukast.  
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Cystic Fibrosis (CF) 

In CF, the inflammatory mediators and mechanisms involved are such that they could be considered 

potential targets for both LTB4 receptor and CysLT1R antagonism[64], with several studies having 

documented the benefit of montelukast[65,66]. In a study of patients with mild CF, beneficial effects were 

seen on eosinophilic inflammation, but no improvement was documented in clinical symptom scores, IL-

8 levels, or lung function studies over the short period of montelukast administration (3 weeks)[65]. 

However, in a 20-week study of patients with moderate CF, significant improvements in cough and 

wheezing scale scores and lung functions (FEV1, PEF, FEF 25–75%) were documented, as well as 

decreases in eosinophilic inflammation and IL-8 levels[66]. 

Viral Bronchiolitis 

Following respiratory syncitial virus (RSV) bronchiolitis, infants often develop reactive airways disease. 

Although it is thought that this is associated with release of CysLTs, other pathways may be involved. In 

one study, 133 infants, aged 3–36 months, were enrolled in a double-blind parallel comparison of 5-mg 

montelukast or placebo for 28 days, starting within 7 days of symptom onset[67]. Infants on montelukast 

were free of symptoms on 22% of days and nights compared to 4% in the placebo group (p = 0.015), 

daytime cough was significantly reduced in the active group (p = 0.04), and exacerbations were 

significantly delayed in the montelukast group in comparison to placebo (p < 0.05). A more recent 

experimental study in mice confirmed the benefit of montelukast in attenuating the RSV-induced airway 

hyper-responsiveness and inflammation[68]. In addition, a recent review has described the increasing 

evidence for use of CysLT1R antagonists in virus-induced wheezing[69].  

Sepsis 

A number of studies, primarily involving experimental animal models, have suggested that PDE 

inhibitors or dibutyryl cAMP may be of value in the treatment of sepsis and endoxin-induced shock. 

These agents may attenuate sepsis-associated organ dysfunction involving the heart[70,71], lungs[72,73], 

liver[74], skeletal muscle[75], and kidneys[76,77,78]. Although clinical studies in humans are lacking, 

recent data, albeit somewhat preliminary, have indicated a potential role for montelukast in the anti-

inflammatory therapy of sepsis. First, in models of experimental infection, montelukast inhibits bacterial 

penetration of human brain microvascular endothelial cells, attenuating invasion of the brain and 

counteracting development of Escherichia coli meningitis[79]. Second, montelukast has been shown to 

ameliorate sepsis-induced hepatic and ileal injury in a rat model by protecting the animals from 

neutrophil-mediated oxidative injury[80].  

The clinical and experimental settings in which the CysLT1R-independent activities of montelukast 

may contribute to the therapeutic efficacy of this agent are listed in Table 1. It is currently unknown 

whether these secondary anti-inflammatory activities are limited to montelukast or represent a class 

effect. Furthermore, if operative in the therapeutic setting, they may complement the primary activity 

(antagonism of CysLTRs) of this agent. 

CONCLUSION 

Montelukast has been reported to possess secondary anti-inflammatory properties, apparently unrelated to 

conventional antagonism of CysLT1Rs. These novel activities enable montelukast to target eosinophils, 

monocytes, and, in particular, the corticosteroid-insensitive neutrophil, suggesting that this agent may 

have a broader spectrum of anti-inflammatory activities than originally thought. 



Tintinger et al.: Anti-Inflammatory Actions of Montelukast TheScientificWorldJOURNAL (2010) 10, 2403–2413 

 

 2410 

REFERENCES 

1. Peters-Golden, M. and Henderson, W.R. (2007) Leukotrienes. N. Engl. J. Med. 357, 1841–1854. 

2. Gualano, R.C., Vlahos, R., and Anderson, G.P. (2006) What is the contribution of respiratory viruses and lung 

proteases to airway remodelling in asthma and chronic obstructive pulmonary disease? Pulm. Pharmacol. Ther. 19, 

18–23. 

3. Lagente, V. and Boichot, E. (2009) Role of matrix metalloproteinases in the inflammatory process of respiratory 

diseases. J. Mol. Cardiol. 48(3), 440–444. 

4. Theron, A.J., Gravett, C.M., Steel, H.C., Tintinger, G.R., Feldman, C., and Anderson R. (2009) Leukotrienes C4 and 

D4 sensitize human neutrophils for hyperreactivity to chemoattractants. Inflamm. Res. 57, 1–6. 

5. Bateman, E.D., Hurd, S.S., Barnes, P.J., Bousquet, J., Drazen, J.M., FitzGerald, M., Gibson, P., Ohta, K., O’Byrne, 

P., Pedersen, S.E., Pizzichini, E., Sullivan, S.D., Wenzel, S.E., and Zar, H.J. (2008) Global strategy for asthma 

management and prevention: GINA executive summery. Eur. Respir. J. 31,143–178. 

6. Ramires, R., Caiaffa, M.E., Tursi, A., Haeggström, J.Z., and Macchia, L. (2004) Novel inhibitory effects on 5-

lipoxygenase activity by the anti-asthma drug montelukast. Biochem. Biophys. Res. Commun. 324, 815–821. 

7. Tahan, F., Jazrawi, T., Rovati, G.E., and Adcock, I.M. (2008) Montelukast inhibits tumour necrosis factor-α-mediated 

interleukin-8 expression through inhibition of nuclear factor-κB p65-associated histone acetyltransferase activity. 

Clin. Exp. Allergy 38, 805–811. 

8. Anderson, R., Theron, A.J., Gravett, C.M., Steel, H.C., Tintinger, G.R., and Feldman, C. (2009) Montelukast inhibits 

neutrophil pro-inflammatory activity by a cyclic AMP-dependent mechanism. Br. J. Pharmacol. 156, 105–115. 

9. Robinson, A.J., Kashanin, D., O’Dowd, F., Williams, V., and Walsh, G.M. (2008) Montelukast inhibition of resting 

and GM-CSF-stimulated eosinophil adhesion to VCAM-1 under flow conditions appears independent of CysLT1R 

antagonism. J. Leukoc. Biol. 83. 1522–1529. 

10. Serezani, C.H., Ballinger, M.N., Aronoff, D.M., and Peters-Golden, M. (2008) Cyclic AMP. Master regulator of 

innate immune cell function. Am. J. Respir. Cell Mol. Biol. 39, 127–132. 

11. Ali, H., Sozzani, S., Fisher, I., Barr, A.J., Richardson, R.M., Haribabu, B., and Snyderman, R. (1998) Differential 

regulation of formyl peptide and platelet-activating factor receptors: role of phospholipase C3 phosphorylation by 

protein kinase A. J. Biol. Chem. 273, 11012–11016. 

12. Binnaz, A., Iyanoye, A., Sieck, G., Prakash, Y.S., and Pabelick, C.M. (2006) Cyclic nucleotide regulation of store-

operated Ca2+ influx in airway smooth muscle. Am. J. Physiol. Lung. Cell. Mol. Physiol. 290, L278–L283. 

13. Woszczek, G., Chen, L.-Y., Alsaaty, S., Nagineni, S., and Shelhamer, J.H. (2010) Concentration-dependent 

noncysteinyl leukotriene type 1 receptor-mediated inhibitory activity of leukotriene receptor antagonists. J. Immunol. 

184, 2219–2225. 

14. Tintinger, G.R., Steel, H.C., Theron, A.J., and Anderson, R. (2008) Pharmacological control of neutrophil-mediated 

inflammation: strategies targeting calcium handling by activated polymorphonuclear leukocytes. Drug Des. Dev. 

Ther. 2, 95–104. 

15. Barritt, G. (1999) Receptor-activated Ca2+ inflow in animal cells: a variety of pathways tailored to meet different 

intracellular Ca2+ signaling requirements. Biochem. J. 337, 153–169. 

16. Anderson, R. and Goolam Mahomed, A. (1997) Calcium efflux and influx in f-met-leu-phe (fMLP)-activated human 

neutrophils are chronologically distinct events. Clin. Exp. Immunol. 110, 132–138. 

17. Torphy, T.J. (1998) Phosphodiesterase enzymes: molecular targets for novel antiasthma agents. Am. J. Respir. Crit. 

Care Med. 157, 351–370. 

18. Tintinger, G.R., Theron, A.J., Anderson, R., and Ker, J.A. (2001) The anti-inflammatory interactions of epinephrine 

with human neutrophils in vitro are achieved by cyclic AMP-mediated accelerated resequestration of cytosolic 

calcium. Biochem. Pharmacol. 61, 1319–1328. 

19. Moore, A.R. and Willoughby, D.A. (1995) The role of cAMP regulation in controlling inflammation. Clin. Exp. 

Immunol. 101, 387–389. 

20. Cheng, H., Leff, J.A., Amin, R., Gertz, B.J., De Smet, M., Noonan, N., Rogers, J.D., Malbecq, W., Meisner, D., and 

Somers, G. (1996). Pharmacokinetics, bioavailability, and safety of montelukast sodium (MK-0476) in healthy males 

and females. Pharm. Res. 13, 445–448. 

21. Knorr, B., Holland, S., Schwartz, J., Rogers, J.D., and Reiss, T.F. (2001) Clinical pharmacology of montelukast. Clin. 

Exp. Allergy Rev. 1, 254–260. 

22. Barnes, P.J. (2007) New molecular targets for the treatment of neutrophilic diseases. J. Allergy Clin. Immunol. 119, 

1055–1062. 

23. Ohnishi, H., Miyahara, N., and Gelfand, E. (2008) The role of leukotriene B4 in allergic diseases. Allergol. Int. 57, 

291–298. 

24. Steib, C.J., Bilzer, M., Op den Winkel, M., Pfeiler, S., Hartmann, A.C., Henneberg, M., Göke, B., and Gerbes, A.L. 

(2010) Treatment with the leukotriene inhibitor montelukast for 10 days attenuates portal hypertension in rat liver 

cirrhosis. Hepatology 51, 2086–2096. 

25. Ichiyama, T., Hasegawa, S., Umeda, M., Terai, K., Matsubara, T., and Furukawa, S. (2003) Pranlukast inhibits NF-

B activiation in human monocytes/macrophages and T cells. Clin. Exp. Allergy 33, 802–807. 



Tintinger et al.: Anti-Inflammatory Actions of Montelukast TheScientificWorldJOURNAL (2010) 10, 2403–2413 

 

 2411 

26. Tomari, S., Matsuse, H., Machida, I., Kondo, Y., Kawano, T., Obase, Y., Fukushima, C., Shimoda, T., and Kohno, S. 

(2003) Pranlukast, a cysteinyl leukotriene receptor 1 antagonist, attenuates allergen-specific tumour necrosis factor 

alpha production and nuclear factor kappa B nuclear translocation in peripheral blood monoctyes from atopic 

asthmatics. Clin. Exp. Allergy 33, 795–801. 

27. Ishinaga, H., Takeuchi, K., Kishioka, C., Suzuki, S., Basbaum, C., and Majima, Y. (2005) Pranlukast inhibits NF-B 

activation and MUC2 gene expression in cultured human epithelial cells. Pharmacology 73, 89–96. 

28. Fang, S.-H., Yuan, Y.-M., Peng, F., Li, C.-T., Zhang, L.-H., Lu, Y.-B., Zhang, W.-P., and Wei, E.-Q. (2009) 

Pranlukast attenuates ischemia-like injury in endothelial cells via inhibiting reactive oxygen species production and 

nuclear factor-B activation. J. Cardiovasc. Pharmacol. 53, 77–85. 

29. Maeba, S., Ichiyama, T., Ueno, Y., Makata, H., Matsubara, T., and Furukawa, S. (2005) Effect of montelukast on 

nuclear factor kappa B activation and proinflammatory molecules. Ann. Allergy Asthma Immunol. 94, 670–674. 

30. Meliton, A.Y., Munoz, N.M., and Leff, A.R. (2007) Blockade of avidity and focal clustering of beta 2-integrin by 

cysteinyl leukotriene antagonism attenuates eosinophil adhesion. J. Allergy Clin. Immunol. 120, 1316–1323. 

31. Profita, M., Sala, A., Bonanno, A., Siena, L., Ferraro, M., Di Giorgi, R., Montalbano, A.M., Albano, G.D., Gagliardo, 

R., and Gjomarkaj, M. (2008) Cysteinyl leukotriene-1 receptor activation in a human bronchial epithelial cell line 

leads to signal transducer and activator of transcription 1-mediated eosinophil adhesion. J. Pharmacol. Exp.Ther. 325, 

1024–1030. 

32. Langlois, A., Ferland, C., Trembly, G.M., and Laviolette, M. (2006) Montelukast regulates eosinophil protease 

activity through a leukotriene-independent mechanism. J. Allergy Clin. Immunol. 118, 113–119. 

33. Idzko, M., Hammad, H., van Nimwegen, M., Kool, M., Willart, M.A., Muskens, F., Hoogsteden, H.C., Luttmann, W., 

Ferrari, D., Di Virgilio, F., et al. (2007) Extracellular ATP triggers and maintains asthmatic airway inflammation by 

activating dendritic cells. Nat. Med. 13, 913–919. 

34. Chen, Y., Yao, Y., Sumi, Y., Li, A., To, U.K., Elkhal, A., Inoue, Y., Woehrle, T., Zhang, Q., Hauser, C., and Junger, 

W.G. (2010) Purinergic signaling: a fundamental mechanism in neutrophil activation. Sci. Signal. 3, ra45. 

35. Grassi, F. (2010) Purinergic control of neutrophil activation. J. Mol. Cell. Biol. 2, 176–177. 

36. Mamedova, L., Capra, V., Accomazzo, M.R., Gao, Z.-G., Ferrario, S., Fumagalli, M., Abbracchio, M.P., Rovati, E., 

and Jacobson, K.A. (2005) CysLT1 leukotriene receptor antagonists inhibit the effects of nucleotides acting at P2Y 

receptors. Biochem. Pharmacol. 71, 115–125. 

37. Gravett, C.M., Theron, A.J., Steel, H.C., Tintinger, G.R., Cockeran, R., Feldman, C., and Anderson, R. (2010) 

Interactive inhibitory effects of formoterol on activated human neutrophils. Eur. Respir. J. [Epub ahead of print] 

38. Wang, P., Wu, P., Ohleth, K.M., Egan, R.W., and Billah, M.M. (1999) Phosphodiesterase 4B2 is the predominant 

phosphodiesterase species and undergoes differential regulation of gene expression in human monocytes and 

neutrophils. Mol. Pharmacol. 56, 170–174. 

39. Anderson, R., Goolam Mahomed, A., Theron, A.J., Ramafi, G., and Feldman, C. (1998) Effects of rolipram and 

dibutyryl cyclic AMP on resequestration of cytosolic calcium in FMLP-activated human neutrophils. Br. J. 

Pharmacol. 124, 547–555. 

40. Costantini, T.W., Deree, J., Peterson, C.Y., Putnam, J.G., Woon, T., Loomis, W.H., Bansal, V., and Coimbra, R. 

(2010) Pentoxifylline modulates p47phox activation and downregulates neutrophil oxidative burst through PKA-

dependent and –independent mechanisms. Immunopharmacol. Immunotoxicol. 32, 82–91. 

41. Flamand, N., Surette, M.E., Picard, S., Bourgoin, S., and Borgeat, P. (2002) Cyclic AMP-mediated inhibition of 5-

lipoxygenase translocation and leukotriene biosynthesis in human neutrophils. Mol. Pharmacol. 62, 250–256. 

42. Parry, G.C.N. and Mackman, N. (1997) Role of cyclic AMP response element-binding protein in cyclic AMP 

inhibition of NF-B-mediated transcription. J. Immunol. 159, 5450–5456. 

43. Fleisch, J.H., Rinkema, L.E., and Marshall, W.S. (1984) Pharmacologic receptors for the leukotrienes. Biochem. 

Pharmacol. 33, 3919–3922. 

44. Hay, D.W.P., Muccitelli, R.M., Tucker, S.S., Vickery-Clark, L.M., Wilson, K.A., Gleason, J.G., Hall, R.F., 

Wasserman, M.A., and Torphy, T.J. (1987) Pharmacologic profile of SK&F 104353: a novel, potent and selective 

peptidoleukotriene receptor antagonist in guinea pig and human airways. J. Pharmacol. Exp. Ther. 243, 474–481.  

45. Ferrari, F., Mennuni, L., Caselli, G., Zanelli, T., and Makovec, F. (2004) Pharmacological profile of CR3465, a new 

leukotriene CysLT1 receptor antagonist with broad anti-inflammatory activity. Eur. J. Pharmacol. 504, 223–233. 

46. Bernstein, P.R. (1998) Chemistry and structure – activity relationships of leukotriene receptor antagonists. Am. J. 

Respir. Crit. Care Med. 157, S220–S226. 

47. http://www.rotta.com/en/service/rd/areTerap/bro.html  

48. Ledeboer, A., Hutchinson, M.R., Watkins, L.R., and Johnson, K.W. (2007) Ibudilast (AV-411) a new class 

therapeutic candidate for neuropathic pain and opioid withdrawal syndromes. Expert Opin. Investig. Drugs 16, 935–

950. 

49. Barkhof, F., Hulst, H.E., Drulovic, J., Uitdehaag, B.M.J., Matsuda, K., and Landin, R. (2010) Ibudilast in relapsing-

remitting multiple sclerosis. A neuroprotectant? Neurology 74, 1033–1040. 

50. Capra, V., Ambrosio, M., Riccioni, G., and Rovati, G.E. (2006) Cysteinyl-leukotriene receptor antagonists: present 

situation and future opportunities. Curr. Med. Chem. 13, 3213–3226. 

51. Riccioni, G., Bucciarelli, T., Mancini, B., Di Ilio, C., and D’Orazio, N. (2007) Antileukotriene drugs: clinical 

application, effectiveness and safety. Curr. Med. Chem. 14, 1966–1977. 

http://www.rotta.com/en/service/rd/areTerap/bro.html


Tintinger et al.: Anti-Inflammatory Actions of Montelukast TheScientificWorldJOURNAL (2010) 10, 2403–2413 

 

 2412 

52. Drakatos, P., Lykouras, D., Sampsonas, F., Karkoulias, K., and Spiropoulos, K. (2009) Targeting leukotrienes for the 

treatment of COPD? Inflamm. Allergy Drug Targets 8(4), 297–306. 

53. Dastidar, S.G., Rajagopal, D., and Ray, A. (2007) Therapeutic benefit of PDE4 inhibitors in inflammatory diseases. 

Curr. Opin. Investig. Drugs 8(5), 364–372. 

54. Halpin, D.M.G. (2008) ABCD of the phosphodiesterase family: interaction and differential activity in COPD. Int. J. 

Chron. Obstruct. Pulmon. Dis. 3(4), 543–561. 

55. Cosio, B.G., Tsaprouni, L., Ito, K., Jazrawi, E., Adcock, I.M., and Barnes, P.J. (2004) Theophylline restores histone 

deacetylase activity and steroid responses in COPD macrophages. J. Exp. Med. 200, 689–695. 

56. Chung, K.F. (2006) Phosphodiesterase inhibitors in airways disease. Eur. J. Pharmacol. 533, 110–117. 

57. Houslay, M.D., Schafer, P., and Zhang, K.Y.J. (2005) Phosphodiesterase-4 as a therapeutic target. Drug Discov. 

Today 22, 1503–1519. 

58. Lagente, V., Martin-Chouly, C., Boichot, E., Martins, M.A., and Silva, P.M.R. (2005) Selective PDE4 inhibitors as 

potent anti-inflammatory drugs for the treatment of airway diseases. Mem. Inst. Oswaldo Cruz 100(Suppl. 1), 131–

136. 

59. Jesus Sanz, M., Cortijo, J., and Morcillo, E.J. (2005) PDE4 inhibitors as new anti-inflammatory drugs: effects on cell 

trafficking and cell adhesion molecules expression. Pharmacol. Ther. 106, 269–297. 

60. Boswell-Smith, V., Cazzola, M., and Page, C.P. (2006) Are phosphodiesterase 4 inhibitors just more theophylline? J. 

Allergy Clin. Immunol. 117, 1237–1243. 

61. Celik, P., Sakar, A., Havlucu, Y., Yuksel, H., Turkdogan, P., and Yorgancioglu, A. (2005) Short-term effects of 

montelukast in stable patients with moderate to severe COPD. Respir. Med. 99, 444–450. 

62. Rubinstein, I., Kumar, B., and Schriever, C. (2004) Long-term montelukast therapy in moderate to severe COPD - a 

preliminary observation. Respir. Med. 98(2), 134–138. 

63. Gueli, N., Verrusio, W., Linguanti, A., De Santis, W., Canitano, N., Ippoliti, F., Marigliano, V., and Cacciafesta, M. 

(2010) Montelukast therapy and psychological distress in chronic obstructive pulmonary disease (COPD): a 

preliminary report. Arch. Gerontol. Geriatr. [Epub ahead of print] 

64. Schmitt-Grohe, S. and Zielen, S. (2005) Leukotriene receptor antagonists in children with cystic fibrosis lung disease. 

Pediatr. Drugs 7, 353–363. 

65. Schmitt-Grohe, S., Eickmeier, O., Schubert, R., Bez, C., and Zielen, S. (2002) Anti-inflammatory effects of 

montelukast in mild cystic fibrosis. Ann. Allergy Asthma Immunol. 89, 599–605. 

66. Stelmach, I., Korzeniewska, A., Stelmach, W., Masjak, P., Grqelewski, T., and Jerzynska, J. (2005) Effects of 

montelukast treatment on clinical and inflammatory variables in patients with cystic fibrosis. Ann. Allergy Asthma 

Immunol. 95, 372–380. 

67. Bisgaard, H.; Study Group on Montelukast and Respiratory Syncytial Virus (2003) A randomized trial of montelukast 

in respiratory syncytial virus postbronchiolitis. Am. J. Respir. Crit. Care Med. 167, 379–383. 

68. Han, J., Jia, Y., Takeda, K., Shiraishi, Y., Dakhama, A., and Gelfand, E.W. (2010) Montelukast during primary 

infection prevents airway hyperresponsiveness and inflammation following re-infection with respiratory syncytial 

virus. Am. J. Respir. Crit. Care Med. [Epub ahead of print]. 

69. Fitzgerald, D.A. and Mellis, C.M. (2006) Leukotriene receptor antagonists in virus-induced wheezing: evidence to 

date. Treat. Respir. Med. 5, 407–417. 

70. Tofociv, S.P., Zacharia, L.C., Carcillo, J.A., and Jackson, E.K. (2000) Inhibition of cytokine release by and cardiac 

effects of type IV phosphodiesterase inhibition in early, profound endotoxaemia in vivo. Clin. Exp. Pharmacol. 

Physiol. 27, 787–792. 

71. Thomas, N.J., Carcillo, J.A., Herzer, W.A., Mi, Z., Tofociv, S.P., and Jackson, E.K. (2003) Type IV 

phosphodiesterase inhibition improves cardiac contractility in endotoxemic rats. Eur. J. Pharmacol. 465, 133–139. 

72. Coimbra, R., Melbostad, H., Loomis, W., Porcides, R.D., Wolf, P., Tobar, M., and Hoyt, D.B. (2006) LPS-induced 

acute lung injury is attenuated by phosphodiesterase inhibition: effects on proinflammatory mediators, 

metalloproteinases, NF- B, and ICAM-1. J. Trauma 60, 115–125. 

73. Ishizaka, A., Wu, Z.H., Stephens, K.E., Harada, H., Hogue, R.S., O’Hanley, P.T., and Raffin, T.A. (1988) Attenuation 

of acute lung injury in septic guinea pigs by pentoxifylline. Am. Rev. Respir. Dis. 138(2), 376–382. 

74. Fischer, W., Schudt, C., and Wendel, A. (1993) Protection by phosphodiesterase inhibitors against endotoxin-induced 

liver injury in galactosamine-sensitized mice. Biochem. Pharmacol. 45(12), 2399–2404. 

75. Lira, E.C., Graca, F.A., Goncalves, D.A., Zanon, N.M., Baviera, A.M., Strindberg, L., Lönnroth, P., Migliorini, R.H., 

Kettelhut, I.C., and Navegantes, L.C. (2007) Cyclic adenosine monophosphate-phosphodiesterase inhibitors reduce 

skeletal muscle protein catabolism in septic rats. Shock 27(6), 687–694. 

76. Choi, W.I., Kwon, K.Y., Seo, J.W., Beagle, J., Quinn, D.A., and Hales, C.A. (2009) The role of phosphodiesterase 3 

in endotoxin-induced acute kidney injury. BMC. Infect. Dis. 1, 9–80. 

77. Wang, W., Zolty, E., Falk, S., Basava, V., Reznikov, L., and Schrier, R. (2006) Pentoxifylline protects against 

endotoxin-induced acute renal failure in mice. Am. J. Physiol. Renal Physiol. 291(5), F1090–F1095. 

78. Carcillo, J.A., Herzer, W.A., Mi, Z., Thomas, N.J., and Jackson, E.K. (1996) Treatment with the type IV 

phosphodiesterase inhibitor Ro 20-1724 protects renal and mesenteric blood flow in endotoxemic rats treated with 

norepinephrine. J. Pharmacol. Exp. Ther. 279(3), 1197–1204. 



Tintinger et al.: Anti-Inflammatory Actions of Montelukast TheScientificWorldJOURNAL (2010) 10, 2403–2413 

 

 2413 

79. Zhu, L., Pearce, D., and Kim, K.S. (2010) Prevention of E. coli K1 penetration of the blood-brain barrier by 

counteracting host cell receptor and signaling molecule involved in E. coli invasion of human brain microvascular 

endothelial cells. Infect. Immun. 78, 3554–3559. 

80. Sener, G., Sehirli, O., Cetinel, S., Erca, F., Yuksel, M., Gedik, N., and Yegen, B.C. (2005) Amelioration of sepsis-

induced hepatic and ileal injury in rats by the leukotriene receptor blocker montelukast. Prostaglandins Leukot. 

Essent. Fatty Acids 73, 453–462. 

 

 

This article should be cited as follows: 

Tintinger, G.R., Feldman, C., Theron, A.J., and Anderson, R. (2010) Montelukast: more than a cysteinyl leukotriene receptor 

antagonist? TheScientificWorldJOURNAL 10, 2403–2413. DOI 10.1100/tsw.2010.229. 

 

 

 

 



Submit your manuscripts at
http://www.hindawi.com

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

 Anatomy 
Research International

Peptides
International Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation 
http://www.hindawi.com

 International Journal of

Volume 2014

Zoology

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Molecular Biology 
International 

Genomics
International Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

The Scientific 
World Journal
Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Bioinformatics
Advances in

Marine Biology
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Signal Transduction
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

BioMed 
Research International

Evolutionary Biology
International Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Biochemistry 
Research International

Archaea
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Genetics 
Research International

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Advances in

Virolog y

Hindawi Publishing Corporation
http://www.hindawi.com

Nucleic Acids
Journal of

Volume 2014

Stem Cells
International

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Enzyme 
Research

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

International Journal of

Microbiology


