
Keeping sight of the goal
The call by the World Health Organization for all clinical trials to be registered, and for 
information to be fully disclosed at the time of registration, has antagonized the 
pharmaceutical industry. More pragmatism could be needed if the important initiative 
to improve the transparency of clinical research is to maintain momentum. 

In 2004, the International Committee of Medical 
Journal Editors (ICMJE), which represents 11 of the 
world’s leading medical journals, announced that its 
member journals would only consider papers reporting 
trial results for publication if the trial had been regis-
tered at its outset in an acceptable registry. This policy, 
which was fully implemented last year, has clearly been 
successful in encouraging the registration of clinical 
trials. For example, the number of trials registered at 
the largest acceptable registry — ClinicalTrials.gov 
at the US National Institutes of Health — now totals 
nearly 30,000, and has more than doubled since the 
ICMJE announcement.

Inspired by the same goal as the ICMJE — increas-
ing transparency with respect to the performance 
and reporting of clinical trials — the World Health 
Organization (WHO) has recently called for full regis-
tration of clinical trials. The WHO also announced that 
it will launch a registry platform with the aim of bring-
ing registers together in a global network to provide a 
single point of access to the information stored in them. 
However, in one key respect, the WHO standpoint is 
considerably more demanding than that of the ICMJE: 
it advocates the registration of all clinical trials, not just 
those that are intended to study the relationship between 
a medical intervention and a health outcome. In other 
words, even the registration of Phase I trials in healthy 
patients, such as those studying drug pharmacokinetics, 
is considered to be a requirement. 

Unsurprisingly, this standpoint has angered the 
pharmaceutical industry (see the news story on p527 of 
this issue). Full registration of a clinical trial as defined 
by the WHO involves the submission of twenty pieces 
of data, some of which are commercially sensitive, such 
as the scientific title of the study and the expected out-
comes. As well as potentially jeopardizing competitive 
advantages, industry representatives have highlighted 
that the requirement of full disclosure of such details at 
the time of registration, even for early-stage exploratory 
trials, risks further compromising intellectual property. 
Both issues, it is believed, could act as a major disin-
centive for companies to invest in such studies, stifling 
innovation.  

So, could the potential benefits compensate for 
these potential risks? In the case of later-stage trials, 
intended to provide evidence of the efficacy and safety 
of a medical intervention, the benefits of registration 
are clear. In particular, by ensuring that at least the 
existence of all such evidence is publicly available, deci-
sions that affect medical practice can take account of all 
the relevant data about a particular intervention, which 
typically comes from multiple clinical trials. Indeed, it 
was the potential of registration to address publication 
bias, as highlighted in the case of the non-publication 
of negative or inconclusive trials of antidepressants 
in paediatric patients, that provided impetus to the 
ICMJE’s initiative. 

But in the case of early-stage exploratory trials, the 
argument for full registration before initiation is far less 
compelling. For a start, many such trials involve healthy 
patients, and so are not ever going to be used at a later 
date to support the efficacy of a particular intervention. 
And in general, the data generated from exploratory 
trials are merely intended to guide the design of larger, 
more rigorous, studies and so much of it has little value 
for informing medical practice.

One of the most pressing current challenges related 
to clinical trial registration is simply the development 
of a system by which relevant information can be read-
ily obtained (see Nature Rev. Drug Discov. 5, 175–176; 
2006), not least because such information is currently 
scattered in more than 300 registries. The registry plat-
form to be launched by the WHO could help greatly in 
this respect. However, it is questionable whether com-
pounding this challenge by demanding the inclusion 
of large amounts of exploratory data of limited value 
is pragmatic at this time. In response to the ICMJE 
policy, industry has made much progress in improv-
ing the transparency of clinical research. At present, 
maintaining the focus on trials assessing the effects of 
therapeutic interventions on health outcomes as defined 
by the ICMJE seems to be a better balance of the needs 
of all stakeholders in clinical research. And, as such, it 
is more likely to receive the continued support needed 
from all parties for the registration initiative to achieve 
its key goals as soon as possible.

NATURE REVIEWS | DRUG DISCOVERY  VOLUME 5 | JULY 2006 | 525

EDITORIAL


	Keeping sight of the goal


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly true
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.30000
    0.30000
    0.30000
    0.30000
  ]
  /PDFXOutputIntentProfile (OFCOM_PO_P1_F60)
  /PDFXOutputCondition (OFCOM_PO_P1_F60)
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f300130d330b830cd30b9658766f8306e8868793a304a3088307353705237306b90693057305f00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /FRA <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <FEFF004e00500047002000570045004200200050004400460020004a006f00620020004f007000740069006f006e0073002e0020003100350030006400700069002e002000320032006e0064002000530065007000740065006d00620065007200200032003000300034002e002000500044004600200031002e003400200043006f006d007000610074006900620069006c006900740079002e>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 782.362]
>> setpagedevice


