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Broken promises

Intense public support for clinical research can be a mixed blessing — and the hunt for a vaccine against
AIDS offers an important lesson for many biomedical initiatives on what can go wrong.

claim that AIDS vaccine research is in crisis. And at a meeting

last week in Bethesda, Maryland, to examine how the field should
proceed, discussion centred on the need for a “mid-course correction’,
as Warner Greene, director of the Gladstone Institute of Virology and
Immunology in San Francisco, put it.

The large-scale trial for Merck’s candidate vaccine was well-
designed and had been launched with considerable optimism. Yet
the vaccine not only failed to lower patients’ viral loads, it actually
boosted the risk of infection in some groups. And worse, there are
few strikingly different vaccine candidates in the pipeline ready for
human trials. The PAVE 100 trial for a vaccine candidate similar to
MercKs has already been cut in size, and discussions are taking place
on whether the trial should go ahead at all.

But if the AIDS vaccine field is in crisis, it is partly a crisis of its own
making — one that holds lessons for many other areas of biomedical
research. Decisions to move MercKk’s vaccine candidate and a previous
failed candidate into clinical trials were based only partly on science.
Also a factor was the field’s need to show the public that progress is
being made, thereby justifying the millions of dollars it receives from
philanthropists and taxpayers. Historically, AIDS research has been
afforded especially strong public support in the United States, but that
means it works under an unusually intense public microscope. When
promised results are not delivered, it’s a double blow to the field, set-
ting back the search for therapies while eroding public support.

This is an important lesson for other fields, most notably those,
such as autism, Parkinson’s and stem-cell research, that are funded
by a new breed of philanthropic organizations and agencies that use
amore ‘business-like' management model. The end-point and mile-
stone-driven funding model used by these organizations has become
increasingly fashionable, as has their practice of setting more directed
research priorities at the outset.

But there are consequences of the business-like approach that cannot
be ignored. One is that trade-offs inevitably have to be made — often

|_ast year’s failed clinical trial for Merck’s HIV vaccine led many to

at the expense of basic research. The AIDS model provides a perfect
example of this. When times are flush, as they were at the turn of this
century, there is enough money to support clinical and basic researchers
alike. When times become lean, as they are now, basic science loses out
to the infrastructure that has been committed to clinical trials and ‘big
science’ initiatives, such as the US$300-million Center for HIV-AIDS
Vaccine Immunology. The US National
Institute of Allergy and Infectious Dis-
eases, the leading player in the US AIDS
initiative, is now spending slightly more
ofits extramural AIDS-vaccine budget on
testing vaccines than on discovering new
candidates. As a result, the development
pipeline has run dry of new ideas. To the agency’s credit, it recognizes
the problem and its director, Anthony Fauci, has pledged to “turn the
knob in the direction of discovery” (see page 516).

The other consequence of setting explicit milestones is the risk
of public backlash when the results aren’t delivered. AIDS vaccine
research has made numerous promises it could not keep, such as
when President Bill Clinton declared in 1997 that the nation would
produce an AIDS vaccine within a decade. With every failure, public
scrutiny grows. On 23 March, for instance, an article by the non-
profit AIDS Healthcare Foundation appeared in The Baltimore Sun
calling for an end to clinical trials for AIDS vaccines.

Yet rather than learning from AIDS research, other fields are repeat-
ing its mistakes. The California Institute for Regenerative Medicine,
for example, has promised to deliver “clinical proof-of-principle that
transplanted cells derived from pluripotent cells can be used to restore
function for atleast one disease” by the end of its ten-year mandate. If
this goal isn't met, the state’s public, which voted to create and fund the
institute, is likely to wonder whether its investment was worthwhile.

Researchers have no choice but to reach out to the public for
support. But when they do so, they do not serve themselves well by
promising results they cannot deliver. |

“Researchers do not
serve themselves
well by promising
results they cannot
deliver."

Double vision

The need to transform the world's energy
technology is even greater than many perceive.

to be generating in the decades to come? This is a question of

crucial importance to economics, development and the man-

agement of climate change. But as the Commentary on page 531 argues,
itis not an easy question to answer (see also News on page 508).

In 2000, the Intergovernmental Panel on Climate Change introduced

| | ow much energy, and of what sort, should we expect the world

arange of ‘emissions scenarios’ that sought to estimate the amount of
carbon emitted over the twenty-first century for a range of different
assumptions. Climate modellers have since used a small subset of these
scenarios as the basis for their analyses of possible climate change.
But these scenarios are not without their controversies. One is their
much-criticized approach to currency exchange rates, which some
economists say overstates the impact of industrialization in develop-
ing countries. Another, it turns out, is not so much a problem with
the scenarios themselves, but with the way some of them are seen as
being ‘business-as-usual’ — in other words, what would happen if we
do nothing differently.

That perception leads to an apparently straightforward measure of

503

©2008 Nature Publishing Group




<<
  /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 true
  /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




