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To the Editor,

Aspirin plus metoclopramide, an antiemetic and prokinetic
drug, for acute migraine treatment was introduced by
Marcia Wilkinson at The City of London Migraine Clinic
[1] and until the advent of sumatriptan, it was in several
countries the standard treatment for migraine, see [2].
Sumatriptan, subcutaneous 6 mg and oral 100 mg, was
introduced in 1991 [3]. Subcutaneous sumatriptan 6 mg
resulted in headache relief (HR) (a decrease of headache
from moderate or severe to none or mild) in 70-72% after
1 h [4, 5] and 86% after 2 h [4].Oral sumatriptan 100 mg
(56% HR) was not superior to the oral combination of
aspirin 1,000 mg and metoclopramide (ASP + M)10 mg
(45%) in the first attack treated, but sumatriptan was better
than the combination in the second and third attack [6].

From 1993 to 1994, a randomised, controlled trial
(RCT) was performed in France. It had the title: “A ran-
domised, multicentre, double-blind, double-dummy, par-
allel-group study to compare the efficacy and safety of
subcutaneous sumatriptan with oral aspirin plus oral met-
oclopramide in the acute treatment of migraine” [7].

It was performed in 46 centres in France and showed, as
expected, that subcutaneous sumatriptan 6 mg was superior
(»p < 0.001) to efferverscent aspirin 1,000 mg plus meto-
clopramide 10 mg from 30 to 120 min, see Table 1. Sub-
cutaneous sumatriptan 6 mg was successful in 84% of
patients at 2 h and similar results were reported in one
pivotal RCT (86%) on subcutaneous sumatriptan [4]. The
headache relief for ASP + M was 62% and somewhat
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higher than the 45% observed in a comparative RCT [6],
see above, but in the range of the 56% headache relief
observed in two other RCTs, with highly soluble lysine
acetylsalicylate plus metoclopramide [8, 9]. The relative
high-headache response for ASA + M could be due to the
use of effervescent aspirin [7].

The rationale for doing this RCT remains obscure. Why
should an injection of an antimigraine drug (the optimal
route of administration) be compared with an oral form of
another antimigraine drug (a suboptimal form because of
slower absorption)? The most likely reason is that this RCT
was done solely for registration purposes in France. We
don’t know whether it was done at the request of the
French health authorities. Any way, this RCT, even if
based only on the summary, was of good quality and the

Table 1 Headache relief (HR) and therapeutic gain (percentage HR
after subcutaneous sumatriptan 6 mg minus percentage HR after
effervescent aspirin 1,000 mg plus metoclopramide) for the first-
treated migraine attack

Sumatriptan ASP + M
(n=122) (n = 125)
Headache relief after 30 min
Yes 62 (50%) 31 (24%)
No 62 (50%) 96 (76%)
Therapeutic gain 26% (95% CI 14-37%)
Headache relief after 60 min
Yes 87 (71%) 57 (45%)
No 35 (29%) 69 (55%)
Therapeutic gain 26% (95% CI 14-38%)
Headache relief after 120 min
Yes 99 (84%) 79 (62%)
No 19 (16%) 48 (38%)

Therapeutic gain 22% (95% CI 11-32%)
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RCT remains unpublished 17 years later. Publication is an
obligation of the clinical investigators [10] and this RCT
should have been published many years ago.

Conflict of interest None.

Open Access This article is distributed under the terms of the
Creative Commons Attribution License which permits any use, dis-
tribution and reproduction in any medium, provided the original
author(s) and source are credited.

References

1. Wilkinson M (1976) Editorial: the treatment of acute migraine
attacks. Headache 15:291-292

2. Olesen J, Aebelholt A, Veilis B (1979) The Copenhagen acute
headache clinic: organization, patient material and treatment
results. Headache 19:223-227

3. Humhrey PP (2008) The discovery and development of the
triptans: a major therapeutic breakthrough. Headache 48:685-687

4. Subcutaneous Sumatriptan International Study Group (1991)
Treatment of migraine attacks with sumatriptan. N Engl J Med
325:316-321

@ Springer

10.

. Cady RK, Wendt JK, Kirchner JR, Sargent JD, Rothrock JF,

Skaggs H Jr (1991) Treatment of acute migraine with subcuta-
neous sumatriptan. JAMA 265:2831-2835

. The Oral Sumatriptan and Aspirin plus Metoclopramide Com-

parative Study Group (1992) A study to compare oral sumatriptan
with oral aspirin plus oral metoclopramide in the acute treatment
of migraine. Eur Neurol 32:177-184

. Study no.: S2BL99. A randomised, multicentre, double-blind,

double-dummy, parallel-group study to compare the efficacy and
safety of subcutaneous sumatriptan with oral aspirin plus oral
metoclopramide in the acute treatment of migraine. www.gsk-
clinicalstudyregister.com. Assessed October 2010

. Chabriat H, Joire JE, Danchot J, Grippon P, Bousser MG (1994)

Combined oral lysine acetylsalicylate and metoclopramide in the
acute treatment of migraine: a multicentre double-blind placebo-
controlled study. Cephalalgia 14:297-300

. Tfelt-Hansen P, Henry P, Mulder K, Scheldewaert RG, Schoenen

J, Chazot G (1995) The effectiveness of combined oral lysine
acetylsalicylate and metoclopramide compared with oral suma-
triptan for migraine. Lancet 346:923-926

Ethics Subcommittee of the International Headache Society
(1998) Ethical issues in headache research and management.
Cephalalgia 18:505-529


http://www.gsk-clinicalstudyregister.com
http://www.gsk-clinicalstudyregister.com

	Subcutaneous sumatriptan: results of a peculiar, unpublished, comparative, double-blind, randomised, and controlled trial
	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


