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In this issue, an interesting article by Farinelli and co-

workers [1] debates an important emerging and not yet

resolved problem: how to treat the chronic headaches

complicated by medication overuse. Headache is the most

common neurological disease in clinical practice. In Eur-

ope, this affects about 51% of the population, of which

31% are tension-type headache and 14% are migraine

sufferers; 2% of these patients become chronic sufferers,

more than 15/day/month, and chronic daily headache

(CDH). 4–5% of general population suffers from a chronic

form (CDH), with prevalence between 1.7 and 2.1% in men

and between 2.8 and 6.8% in women [2]; within this group

of patients in the US general population ranges around

1.3–2% of chronic migraine (CM).

A number of possible pathophysiological mechanisms for

the transformation from episodic to chronic headache have

been proposed including a progressive damage of the central

nociceptive system. One physiopathological hypothesis is

the activation of N-methyl-D-aspartate (NMDA) and non-

NMDA receptors glutamate, released by central nociceptive

terminations, induces calcium entry in dorsal horn neurons,

as well as in the trigeminal nucleus caudalis. Calcium entry

leads to the activation of nitric oxide (NO) synthetase

causing NO synthesis. These neurotransmitters produce the

release of sensory neuropeptides, such as CGRP and sub-

stance P, which support the development of hyperalgesia

and maintain central sensitization [3–5].

Medication near-daily use and subsequent medication

overuse headache (MOH) have been described by the

revised International Classification of Headache Disorders

(ICHDs)-IIR criteria as the use of each drug for at least

3 months, for a certain number of days per month, and is

one of the most critical parameters in the process of

becoming chronic.

In the past few years, a lot of studies have shed light on

potential risk factors for CM such as medication-overuse

headache, temporomandibular disorders, obstructive sleep

apnea and obesity. Recent clinical trials have started to

focus on CM or CDH. Topiramate, onabotulinum toxin

type A, gabapentin, pentasites and tizanidine are among the

agents that appear to be effective in the treatment of CM. In

the treatment of CM, preventive treatment and a better

understanding of its risk factors will allow clinicians to

better identify individuals at the greatest risk and prevent

the development of CM [6].

The main problem remains how to treat these patients to

avoid a relapse in the daily drug use because recurrence

of headaches and the management of CM patients in

re-prophylaxis after detoxification of abuses still appears

complicated.

Regarding abusers, the first step always consists in drug

interruption. Only after detoxification can a new prophy-

laxis therapy be commenced, which will otherwise be

useless from the start.

Within the possible treatment strategies in the review

of Farinelli are examined the use of topiramate and the

onabotulinum toxin A, a substance obtained from the gram-

positive anaerobic bacterium Clostridium botulinum.

The comparison between these treatments does not

indicate a clear superiority between the two treatments, and

studies report no particular differences among treatments in

terms of efficacy, but there is a significant difference for
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what concerns safety profiles, which is definitely in favour

of onabotulinum toxin A. In fact, adverse events due to

topiramate therapy result more often in abandoning the

treatment itself [1, 7, 8].

The future in relapse prevention of CM complicated by

MOH consists in considering how drugs currently used such

as triptans and emerging therapies present responsivity

profiles related to well-defined genetic polymorphisms.

The feasible diagnostic setting for tailored treatment of

CM based on the application of pharmacogenomics will

allow us to predetermine the efficacy of single old and new

drugs by avoiding abuse due to non-responsivity of the

abused drug [9].

Headache brought on by chronic overuse of headache

drugs responds well to a regimen of withdrawal, fluid

replacement and anxiolytics, as Trucco et al. [10] report in a

recent article showing that there is a good toleration of ste-

roids along with a large volume of intravenous fluids.

Moreover, the oral administration of steroids is not effective,

so they recommend the parenteral route of administration.

For acute treatment, new medications including an

inhaled form of dihydroergotamine will soon be available,

and electric and magnetic neuromodulatory procedures

such as occipital nerve stimulation may be effective for the

most disabled patients.

In conclusion withdrawal of drug daily use, physical

procedures, life-style modifications and an economic

evaluation need to be studied considering that chronic

headache sufferers represent a diverse population that

needs a specific treatment approach. In fact, population-

based studies suggest that these patients do not seek

medical care for their headaches, and do not use pre-

scription drugs to treat them [11].

Conflict of interest None.

References

1. Farinelli I, Dionisi I, Martelletti P (2010) Rehabilitating chronic

migraine complicated by medication overuse headaches: how can

we prevent migraine relapse? Intern Emerg Med. doi:10.1007/

s11739-010-0410-9

2. Stovner LJ, Zwart JA, Hagen K, Terwindt GM, Pascual J (2006)

Epidemiology of headache in Europe. Eur J Neurol 13:333–345

3. Harris JA, Corsi M, Quartaroli M, Arban R, Bentivoglio M

(1996) Upregulation of spinal glutamate receptors in chronic

pain. Neuroscience 74:7–12

4. Coderre TJ, Yashpal K (1994) Intracellular messengers contrib-

uting to persistent nociception and hyperalgesia induced by

L-glutamate and substance P in the rat formalin pain model. Eur J

Neurosci 6:1328–1334

5. Gallai V, Alberti A, Gallai B, Coppola F, Floridi A, Sarchielli P

(2003) Glutamate and nitric oxide pathway in chronic daily

headache: evidence from cerebrospinal fluid. Cephalalgia

23:166–174

6. Lovell BV, Marmura MJ (2010) New therapeutic developments

in chronic migraine. Curr Opinion Neurol 23:254–258

7. Mathew NT, Jaffri SF (2009) A double-blind comparison of

onabotulinumtoxin (BOTOX) and topiramate (TOPAMAX) for

the prophylactic treatment of chronic migraine: a pilot study.

Headache 49:1466–1478

8. Rossi P, Jensen R, Nappi G et al (2009) A narrative review on the

management of medication-overuse headache: the steep road

from experience to evidence. J Headache Pain 10:407–417

9. Simmaco M, Borro M, Missori S, Martelletti P (2009) Phar-

macogenomics in migraine: catching biomarkers for a predictable

disease control. Exp Rev Neurother 9:1267–1269

10. Trucco M, Meineri P, Ruiz L, Gionco M (2010) On behalf of the

‘‘Gruppo Neurologico Ospedaliero Interregionale per lo Studio

delle Cefalee’’ Medication-Overuse Headache: Withdrawal and

Prophylactic Therapeutic Regimen. Headache 50:989–997

11. Archibald N, Lipscomb J and McCrory DC (1999) Resource

utilization and costs of care for treatment of chronic headache.

Agency for Health Care Policy and Research (US); PMID:

20734516

10 Intern Emerg Med (2011) 6:9–10

123

http://dx.doi.org/10.1007/s11739-010-0410-9
http://dx.doi.org/10.1007/s11739-010-0410-9

	An emerging problem in clinical practice: how to treat chronic headache patients
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 149
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /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
  /CropGrayImages true
  /GrayImageMinResolution 149
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /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
  /CropMonoImages true
  /MonoImageMinResolution 599
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


