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Migraine is probably the second most common pain dis-

order next to tension-type headache. The majority of mi-

graineurs have episodic attacks, but a small minority have

chronic migraine [1, 2]. Treatment options for chronic

migraine are sparse. Thus, clinical trials investigating new

treatment options are therefore endorsed in order to provide

evidence-based data.

Two double-blind, randomized, placebo-controlled

clinical trials for the treatment of chronic migraine with

onabotulinumtoxinA, the Phase III REarch Evaluating

Migraine Prophylaxis Therapy (PREEMPT) 1 and 2 as well

as the pooled data from the two trials were recently pub-

lished [3–5].

The introduction of the three onabotulinumtoxinA

papers describes the definition of chronic migraine

according to the criteria of the International Classification

of Headache Disorders II (ICHD II) [6, 7].

The PREEMPT inclusion criteria for chronic migraine

were:

1. Migraine according to the ICHD II excluding hemi-

plegic migraine, basilar-type migraine, ophthalmople-

gic migraine and migrainous infarction.

2. C15 headache days within 28 days at baseline, with

each day consisting of C4 h of continuous headache

and with C50% of days being migraine or probable

migraine days.

Two of the PREEMPT exclusions criteria were:

1. Diagnosis of other primary or secondary headache

disorders.

2. Use of prophylactic medication within 28 days before

start of baseline.

At a first glance it seems that chronic migraine in the

PREEMPT studies adhere to criteria of the ICHD II, as

other primary and secondary headache disorders were

excluded. However, the latter was not specified in details

and also lacked a reference, although one might get the

impression that the criteria of the ICHD II were applied,

since this classification is mentioned in the beginning of the

study participants section [3, 4]. However, Table 1 in the

results section shows that approximately 2/3 of all PRE-

EMPT 1 and 2 included participants with chronic migraine

had overused acute headache pain medication at baseline

[3, 4]. The pooled data publication do not include this

information in Table 1, but the result section mention that

most patients overused acute pain medication at baseline

and 1.7% had opioid overuse [5]. The mean years since

onset of chronic migraine varied between 17.6 and

20.6 years [3, 4]. Thus, it is reasonable to assume that the

medication overuse had persisted for at least 3 months in

the majority of the included participants with medication

overuse at baseline. According to the criteria of the ICHD

II chronic migraine is classified only if there is no medi-

cation overuse (criteria D) [6, 7]. Thus, the 2/3 of the

PREEMPT 1 and 2 included participants with chronic

migraine and medication overuse should be classified

medication overuse headache and not chronic migraine [6–

8]. This leaves only approximately 1/3 of PREEMPT 1 and

2 participants included with a ICHD II diagnosis of chronic

migraine. In fact it might be less, since the ICHD II

definition of chronic migraine only includes migraine
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without aura and not migraine with aura. No doubt clas-

sification on chronic migraine and medication overuse

headache has been a challenge within the last two decades,

since the ICHD I from 1988 did not include chronic

migraine, and the ICHD II from 2004 was soon revised [6–

9]. This has been described in details elsewhere [10].

However, the description of different chronic migraine

criteria in different part of the three onabotulinumtoxinA

papers are confusing and misleading, especially since

medication overuse is not explicit mentioned in the meth-

ods section (study participants sections) [3–5].

The heterogeneity of the study participants raise ques-

tions in relation to efficacy of onabotulinumtoxinA on the

primary and secondary end point defined in the PREEMPT

1 and 2. Firstly, what is the efficacy of onabotulinumtox-

inA in those with medication overuse headache (chronic

migraine without aura and medication overuse headache)?

Secondly, what is the efficacy of onabotulinumtoxinA in

those with chronic migraine (chronic migraine without aura

without medication overuse)? Furthermore, how do factors

such as migraine with aura, gender, race and previously

used prophylactic medication influence on the efficacy of

onabotulinumtoxinA? Such evidence-based data are war-

ranted for those treating chronic migraine and medication

overuse headache.

Data on those whom had medication overuse headache

and those whom had previously tried prophylactic medi-

cation are especially important. Short information to peo-

ple with chronic headache (C15 days/month for at least

3 months) and medication overuse about the possible role

of medication overuse in headache chronification, and no

further contact before follow-up approximately 1� years

later, reduced mean medication days from 22 to 6 days/

month, and 42% no longer had chronic headache [11].

Fifty-three percentage of the participants had co-occur-

rence of migraine, but only a few had chronic migraine.

Since enrollment of the PREEMPT 1 and 2 required that

prophylactic medication was not taken 28 days prior to the

baseline data collection, it is likely to assume that those

enrolled had none or only a modest effect of previous tried

prophylactic medications. This is important in the light that

79% (-6.6/-8.4) of the reduction of headache days (pri-

mary efficacy variable) was due to placebo response [5].

Hopefully, future publication on onabotulinumtoxinA will

enlighten us regarding the efficacy of onabotulinumtoxinA

for the treatment of chronic migraine and medication

overuse headache among others.
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Lance JW, Lipton RB, Nappi G, Sakai F, Schoenen J, Silberstein

SD, Steiner TJ (2006) New appendix criteria open for a broader

concept of chronic, migraine. Cephalalgia 26:742–746

8. Silberstein SD, Olesen J, Bousser MG, Diener HC, Dodick D,

First M et al (2005) The International Classification of Headache

Disorders, 2nd edn, (ICHD-II)—revision of criteria for 8.2

Medication overuse headache. Cephalalgia 25:460–465

9. Headache Classification Subcommittee of the International

Headache Society (1988) Classification and diagnostic criteria for

headache disorders, cranial neuralgias, and facial pain. Cepha-

lalgia 8(Suppl 7):1–96

10. Sun-Edelstein C, Bigal ME, Rapoport AM (2008) Chronic

migraine and medication overuse headache: clarifying the current

International Headache Society classification criteria. Cephalal-

gia 29:445–452

11. Grande RB, Aaseth K, Benth JS, Lundqvist C, Russell MB (2011)

Reduction in medication overuse headache after short informa-

tion. The Akershus study of chronic headache. Eur J Neurol

18:39–48

136 J Headache Pain (2011) 12:135–136

123


	Clinical trials on onabotulinumtoxinA for the treatment of chronic migraine
	Conflict of interest
	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


