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A striking change in the field of rheumatology 
has been highlighted by the approval of another 
biologic agent, abatacept, for the treatment of 
rheumatoid arthritis, and by the ongoing clinical 
trials of a variety of biologic therapies in other 
diseases, including systemic lupus erythe ma-
tosus (SLE, discussed in the Review by 
D Isenberg and A Rahman in this issue of Nature 
Clinical Practice Rheumatology). Until recently, 
nearly all therapeutic interventions in rheumatic 
diseases, such as rheumatoid arthritis and SLE, 
were empiric. We had insufficient information 
about either the pathogenesis of the diseases or 
the mechanism of action of the medicines to gain 
much insight into disease processes from the 
results of therapeutic interventions. The causes 
and precise pathogeneses of diseases such as 
rheumatoid arthritis and SLE still elude us, and 
the salient mechanism of action of drugs such as 
gold salts, hydroxychloroquine, methotrexate, 
and cyclophosphamide in these diseases is also 
unknown. As a result, laborious pragmatic clin-
ical trials have been necessary to develop regi-
mens that optimized the clinical benefit and 
minimized toxicity. These trials were largely built 
on previous clinical observations, rather than on 
physiologic or pharmacologic insight. Evidence 
from the trials could therefore tell us about the 
clinical impact of a particular agent in a specific 
disease, but could not reveal much about how 
the disease process was influenced and how this 
resulted in the clinical benefit.

All of this changed with the introduction of 
biologic drugs. For the first time, we had highly 
specific agents that each targeted a particular 
molecule. The newly available biologic treat-
ments are not merely expensive disease-
modifyin g antirheumatic drugs, but are 
precisely targeted therapies that neutralize a 
particular molecule or cell. Although the 
primary questions for clinicians remained, 
“Does it work?” and “Is it safe?”, the applica-
tion of biologic agents afforded the oppor tunity 

for funda mental questions about human patho-
physiology to be addressed for the first time. 
What role does tumor necrosis factor play in 
rheumatoid arthritis? Is interleukin-1 an essen-
tial mediator of rheumatoid inflammation? 
What is the role of T cells or B cells in rheuma-
toid arthritis or in SLE? Can patients in whom 
a specific cytokine or cell is dominant be 
prospectively recognized?

This has completely changed the scien-
tific basis of rheumatology and, in a subtle 
but potentially profound way, the practice 
of rheuma tology. Clinical care has become 
potentially synonymous with clinical research 
because every time a clinician administers a 
biologic drug, he or she is asking whether the 
precise target of the biologic treatment has a 
role in disease pathogenesis in that patient. 
The data derived from all of these clinical 
encounters could potentially provide essential 
information on the physiologic basis of various 
rheumatic diseases that could point the way to 
more effective application of biologic agents 
and greater benefit for the patients. The chal-
lenge is to develop a means to collect and 
collate this information.

In this issue of Nature Clinical Practice 
Rheumatology, T Pincus discusses the need for 
“practice-based evidence” to complement infor-
mation from clinical trials. This, he feels, could 
be done in academic practices and in promi-
nent clinical practices and might supplement 
the data obtained from traditional formulaic 
controlled clinical trials, to give a more complete 
and balanced view on the likely clini cal impact 
of new therapeutics. Although it is laudable, 
maybe this approach does not go far enough. 
Perhaps the goal should be to consider a way to 
mine data in a more broad clinical arena, so that 
as much information as is practically possible 
can be collected and analyzed to permit a full 
understanding of the impact of targeted therapy 
of rheumatic disease.

The convergence of clinical research 
and clinical care
Peter E Lipsky

The data 
derived from 
… clinical 
encounters 
could … point 
the way to 
more effective 
application of 
biologic agents 
and greater 
benefit for the 
patients

PE Lipsky is 
the Editor-in-
Chief of Nature 
Clinical Practice 
Rheumatology.

Competing interests
The author declared he has 
no competing interests.

www.nature.com/clinicalpractice
doi:10.1038/ncprheum0138

Nature  Publishing Group ©2006


	The convergence of clinical research and clinical care


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /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 false
  /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 450
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 450
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 2400
  /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 <FEFF004e005000470020005000520049004e005400200050004400460020004a006f00620020004f007000740069006f006e0073002e002000320032006e0064002000530065007000740065006d00620065007200200032003000300034002e002000500044004600200031002e003300200043006f006d007000610074006900620069006c006900740079002e>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [665.858 854.929]
>> setpagedevice


