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Dear Sir,
Amongst the methodologies used to assess the value of a
medical intervention, the randomized clinical trial provides
the most reliable results. Its principle is well known and my
concern and that of this letter are studies that compare the
outcome of preventive surgical treatment to the natural
history of a lesion. My intention is to show that without
regulations mandating active participation of all planned
study sites, randomized studies conducted in this setting are
bound to fail.

It may appear unethical to apply randomization in this
situation. Yet, both physicians and patients would be
surprised to learn that many vascular abnormalities found
fortuitously are preventively treated (and often very
aggressively) even though the treatment’s benefit has never
been demonstrated. The possibility of a catastrophic
treatment complication in a healthy patient whose untreated
risk is not precisely known justifies the concept of such an
evaluation. Various attempted randomized studies in this
situation have failed because of lack of participation from
surgical or interventional teams. I will illustrate the point
with two recent neurological examples.

The first example involves unruptured cerebral aneur-
ysms that are more and more frequently discovered as non-
invasive medical imaging methods (CT scan and MRI)
develop. In most cases, their treatment by coil embolization
(intravascular surgery) is possible. Yet, two major questions
remain unanswered: (1) is treatment-related risk in a non-
symptomatic patient acceptable when the rupture risk is not

well known?, and (2) is coil embolization protection long
lasting? The TEAM study [1] sponsored by the Canadian
Institutes of Health Research attempted to answer these
questions, but failed because of the lack of participation
from the interventional neuroradiology teams.

A similar failure seems to be coming with the ARUBA
study [2] that attempts to answer the same questions on the
treatment of unruptured brain arteriovenous malformations.
This study is organized and sponsored by the National
Institutes of Health and was approved by 60 Ethics
committees and Institutional Review Boards in January
2008, when inclusions started. In June 2010, the study is
threatened by the very low accrual rate.

Many neuroradiological teams have refused upfront to
participate in both studies because of various arguments,
none of which hold up to elementary analysis. “The study is
not ethical”. Health Authorities should therefore be in-
formed that the Government (Canadian for TEAM and
USA for ARUBA) uses public funds to finance unethical
studies, and that the Ethics Committees that approved them
are ethically incompetent. “The study is not valid as the
results of good centers will be confounded by those of
mediocre centers”. In real life, all patients are not all treated
in the top centers (defined on which criteria?), and the
results of treatment must take into account all qualified
centers. Besides, in both studies discussed here, the centers
were carefully selected and were, for most of them,
specialized university centers. “The study does not take
into account certain individual factors that may increase the
lesion’s natural risk”. Wrong, these factors were pre-defined
in the study protocols prior to starting recruitment.

This last argument shines some light on the preconcep-
tion that many interventionists or surgeons have about the
conclusions that may be drawn from these studies. The
answer to the preventive intervention benefit question is
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thought to be binary, i.e., a “global” yes or no. However, if
the randomization has balanced the subgroups between the
two study arms, and if there is a difference in the natural
history of the lesion in one or more of these subgroups, this
difference should show up in the study results, provided
that this analysis has been planned.

The real reasons for this refusal to participate (or what
may be worse, for the pretense of participation that most
centers have been displaying) are of a different nature. It is
easy to understand that such studies by definition lead to a
decrease in the interventional activity (a minimum of 50%
of patients do not undergo the procedure). This decreased
activity has several consequences, none of which provides
an incentive towards active participation.

The first consequence is economic: in some cases, loss
of honorarium for the operator, in others, loss of revenue to
the institution itself. How can the cost of buying or
upgrading expensive equipment (angiography or radiother-
apy apparatus) be justified to one’s institution if that
equipment is under-utilized? These costs are high and are
unlikely to be offset by the study Sponsor. The second
consequence may well be the operator’s fear that he or she
may have to reconsider the need for an intervention which
has taken years to master and through which the therapist’s
practice has acquired recruitment and recognition. Lastly,
the risk of losing the specialty accreditation that the
Department obtains from its Society by performing a yearly
critical number of procedures. These non-monetary con-
sequences may not be offset by the publication of a multi-
authored paper presented in the distant future, after the
large number of patients have been followed up for up to
10 years.

How then can we be surprised at the lack of participation
in such a study if participation is optional? As good
intention will never triumph over human self-interest, this is
where the reason for failures to enroll must be sought.

For the medical community, the choices are simple. We
should either stop setting up such studies or change the
rules of participation. If the choice is to stop, this has to be
signified clearly, to the medical community, the patients,
and the health authorities, so that time and money are not
spent in setting up future studies that are bound to fail.

If the choice is to pursue this line of clinical research,
then, new rules must be set-up and agreed upon. This

conflict between the individual and general interest is not
new, and has been written of by Emmanuel Kant [3] who
also gave the fundamental principles needed to resolve it.
“A multitude of reasonable beings desire for their preser-
vation universal laws, though everyone among them has a
secret inclination to except himself from the observation of
them. A constitution must therefore be given them, that so
confines their individual passions, one by means of the
other, that, in their public conduct, their effect becomes as
inconsiderable as if they had not these hostile dispositions”.

Isn’t “the multitude of reasonable beings” the medical
community, which all have a natural tendency to secretly
exclude themselves from the law that is necessary to the
conservation of their specialty? How can we justify the cost
of an intervention to Health Authorities if a benefit to the
patient is not established?

When the benefit of an intervention is clearly questioned
by the medical community, every surgical center should be
required to submit the protocol to its Ethics Committee. If
the majority of these Ethics Committees approves the
protocol, then this decision would render participation of
all the relevant sites mandatory.

Enforcement would be simple: reimbursement of the
procedure would be linked to the patient’s inclusion into the
study.

I know how traumatic enforced participation may be,
both for the patient and for the physician, but the question
has been raised by our individual practices, and it needs to
be answered. That question, simply put, is “what is the
constitution needed for our preservation and that of our
patients?”

Conflict of interest statement I declare that I have no conflict of
interest.

References

1. Trial on endovascular aneurysm management, NCT00537134,
http://clinicaltrials.gov/ct2/show/NCT00537134

2. A randomized trial of unruptured brain AVMs, NCT00389181,
http://clinicaltrials.gov/ct2/show/NCT00389181)

3. Emmanuel Kant (1932) Perpetual peace. Columbia University
press, New York

1062 Neuroradiology (2010) 52:1061–1062

http://clinicaltrials.gov/ct2/show/NCT00537134
http://clinicaltrials.gov/ct2/show/NCT00389181

	The need for new regulations on randomized clinical trials in surgical treatments
	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
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /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 150
  /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 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /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 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /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

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /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 /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


