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Editorial

Asthma is now one of the most common chronic diseases in westernized countries and
is characterized by reversible airway obstruction, bronchial hyperresponsiveness, and
airway inflammation. Key pathological features include: infiltration of the airways by
activated lymphocytes and eosinophils; damage to, and loss of, the bronchial epithe-
lium; mast cell degranulation; mucous gland hyperplasia; and collagen deposition in
the epithelial sub-basement membrane area. Presently, antiinflammatory therapy in
asthma is largely reliant on corticosteroids, particularly in their inhaled form, and their
use is associated with a striking reduction in the numbers of activated eosinophils, mast
cells, and T cells in vivo. For the majority of patients, corticosteroids are effective at
suppressing airway inflammation and the associated re-modelling of the airways that
leads to progressive and irreversible loss of lung function. In his overview, Olof Selroos
(2007) describes the various treatment options for the use of inhaled corticosteroids
therapy in asthma with an emphasis on Symbicort SMART® (Symbicort Maintenance
and Reliever Therapy). This consists of a budesonide—formoterol combination enabling
patients to use one inhaler for both maintenance and reliever therapy. Benefits of the
use of a combined corticosteroids—long-acting 32-agonist bronchodilator in the one
inhaler include reductions in the rate of asthma exacerbations and maintenance of day-
to-day asthma control at a reduced load of corticosteroids when compared with higher
fixed maintenance doses of combination inhalers. However, although corticosteroids
are usually efficacious, they may not be of benefit to patients with severe asthma who
experience virally-induced exacerbations of their disease. Their use also raises con-
cerns regarding side-effects and compliance particularly in children and adolescents.
Furthermore, even in cases of good compliance for corticosteroid usage, patients with
moderate and severe asthma may experience significant residual symptoms including
exacerbations of their disease that in some cases can be life-threatening (Holtzman
2003). There remains an urgent need for the development of more targeted, effective,
and safe therapy for asthma.

Asthma pathology is associated with the release of myriad pro-inflammatory
substances including lipid mediators, inflammatory peptides, chemokines, cytokines,
and growth factors. As many mediators contribute to the pathophysiology of asthma,
the development of specific antagonists directed at these substances represents an
attractive target for inflammation resolution. However, it is unlikely that a single
antagonist will have a major clinical effect compared with nonspecific agents such as
corticosteroids. Indeed, strategies to block a single mediator such as platelet-activating
factor antagonists, thromboxane inhibitors, and bradykinin antagonists have all proved
to be disappointing. However some specific inhibitors, notably cysteinyl leukotriene
antagonists, have had promising clinical effects (Walsh 2005). The cysteinyl leukotri-
ene receptor antagonists were the first new class of anti-asthma drugs to be introduced
in the last 30 years and are now an established part of the asthma armamentarium.
Overall, they are less effective than inhaled corticosteroids, but some patients show
a striking improvement and a corticosteroid-sparing effect has been demonstrated. It
is of interest therefore that Lagos and Marshall (2007) have reviewed the use of the
cysteinyl leukotriene antagonist montelukast in the treatment of seasonal allergic rhi-
nitis (SAR). The authors conclude that montelukast confers comparable benefit to that
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given by antihistamines in SAR and that both drugs are more
efficacious when given together. In some cases the efficacy
of combined therapy in the treatment of SAR approaches
that of nasal steroids. However the author acknowledges
that more research is required in order to determine the ef-
ficacy of montelukast in treating perennial allergic rhinitis
but early indications do indicate a likely favorable profile.
Finally, montelukast may be the treatment of choice for SAR
in those patients with concomitant asthma.

References

Holtzman MJ. 2003. Drug development for asthma. Am J Resp Cell Mol
Biol, 29:163-71.

Lagos JA, Marshall GD. 2007. Montelukast in the management of allergic
rhinitis. Ther Clin Risk Manage, 3:327-32.

Selroos O. 2007. A smarter way to manage asthma with a combination of
a long-acting Bz-agonist and inhaled corticosteroid. Ther Clin Risk
Manage, 3:349-59.

Walsh GM. 2005. Novel therapies for asthma — advances and problems.
Curr Pharm Des, 11:3027-38.

212

Therapeutics and Clinical Risk Management 2007:3(2)




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /ENU (Use these settings to create PDF documents with higher image resolution for high quality pre-press printing. The PDF documents can be opened with Acrobat and Reader 5.0 and later. These settings require font embedding.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


