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Making Drugs Safer Might Cost You
Your Job — or Even Your Life!

On the 1* February 2011, one of the largest and most successful global pharmaceutical companies,
Pfizer, announced the closure of its Sandwich (Kent, UK) site, with the loss of the 2,400 jobs. Some,
such as John Gapper at the Financial Times, see this as another step on the road to the complete out-
sourcing of drug discovery by the major pharmaceutical companies. And even the most bullish
industry commentators don’t see this as the last downsizing of R&D in the sector.

The trend to reducing big pharma R&D spend on "conventional" drug discovery seems inevitable. The
return on this investment is likely to be punishingly low (if you calculate it properly, it is the return
seen 10 years from now set against todays R&D expenses that you need to project, not today's
returns, based on R&D done a decade or more ago, on today's investment). But the bigger question
has to be “why is this?” Its easy to assume its because big pharma are not very good at early stage
discovery, and that out-sourcing will lead to an efficiency gain - better pipelines at lower costs.

To a degree, it probably will do (that is, after all, what you get for out-sourcing many non-core
activities - and discovering blockbusters is not the core competency of big pharma: their competencies
are in marketing and in late stage clinical development). But there is a much bigger factor in play
here...

“There is an ethical paradox that lies at the heart of declining R&D
investment”

Society's attitude to the risk:benefit trade-off in medicines has changed beyond all recognition in 20
years. In fact, society’s attitude to risk in all its forms has changed in this period, with wide ranging
and almost entirely negative consequences. Whereas risk was once seen as part of life in every
sphere, today the focus is on removing risk — whatever the cost of doing so.

Investment in new rail infrastructure following the Hatfield rail crash in October 2000 was just one
high profile example of this trend: while any accident is regrettable (and much worse than that if you
or your family happen to be involved), a response that involves spending millions to try and prevent a
similar event ever from happening again can only driven by political expediency. By any rational
measure, the same investment could have saved many more lives had it been directed at almost any
other project.



Sometimes the cost of reducing risk is more indirect, and therefore less obvious. Laudable attempts to
eliminate discrimination (whether on the grounds of race, gender or sexual orientation) from the
Police force are a good example: the positive effects of the policy are easy enough to measure, but the
cost (in terms of paperwork to be filled in to monitor behavior) are largely hidden. How many less
criminals are we prepared to catch in order to be certain that undesirable discrimination is almost
entirely eliminated?

Sometimes this apparently sensible elimination of risk harms the very people it is designed to protect.
Half a century ago, county agricultural shows in the UK were a highlight of the calendar for the poorer
classes — a chance for a day out without breaking the family budget. Today they are very different
affairs: modern toilet facilities are provided, while the whole event is heavily policed to ensure public
order. In short, the quality and safety of the event has been improved in every area. But as a result
the price has gone up until it is all but out of reach for the people who valued it as part of their
community fabric. No-one did more than the last Labour government to take away opportunity for
the poorest in society simply by legislating to drive up standards.

“Sometimes the apparently sensible elimination of risk harms the very
people it was designed to protect”

One of the biggest problems with eliminating risk is the non-linear relationship between cost and
benefit. No matter what area of life you examine, as you approach 'completely safe’, each tiny
improvement in safety comes at an increasingly high price. Squeezing out the last drops of risk costs
exponentially more.

This risk reduction mantra has dominated the regulatory agenda for pharmaceuticals as well.
Regulatory authorities are on a crusade to reduce risk as far as humanly possible on behalf of a
grateful populace. And that’s the dominant factor that makes investing in new medicines such a poor
long term investment.

Who could question the objective of making medicines safer and safer (or, for that matter making
railways safer or reducing police discriminatory behavior)? We all should. The consequence is that
developing new medicines is becoming economically unsustainable.

Who will suffer? You and me. The drug companies will morph into something else, using their current
cash cows to achieve that transition (and we see the first phases of these changes happening already:
GSK, for example, are increasingly focused on over-the-counter products and vaccines rather than
traditional patent-protected medicines). But if the big drug companies withdraw from the front line of
drug discovery, we are left with fewer new medicines.

“If you demand zero risk then some perfectly good medicines
will be rejected by the regulatory authorities — and before long
others will be killed by their owners before they consume the
vast cost of late stage development”

Like the unintended consequences of government policies to drive up standards that disenfranchise
those too poor to afford the resulting level of quality, in the same way reduced registrations of new
drugs is an unintended consequence of demanding ever greater levels of safety.

Unfortunately, the cost of improving safety still further are largely hidden — it's the loss of an
otherwise beneficial drug from the development pipeline because the implications (in terms of money
and time) of demonstrating safety to the current threshold required by the regulatory authorities
simply makes continuing to invest in that product too risky.  The attrition rate during clinical



development ratchets higher: both because drug candidates genuinely fail to meet the new standards
of safety, but almost as often because the cost of demonstrating the required level of safety is simply
prohibitive. Increasingly, there are vast areas of medicine where the economic model for a product is
now so unattractive, no-one even contemplates initiating a discovery or development process in that
field.

This attrition then manifests itself in the falling returns on capital from big pharma and in the low rates
of new approvals for genuinely first-in-class medicines. If you demand "completely zero risk", perfectly
good medicines, with perfectly sound risk:benefit trade-offs start to get rejected by regulatory
authorities and, before long, get killed by their owners at an early stage before they consume too
much of the massive R&D costs of late stage development.

“If you want to understand why investment in healthcare R&D is
declining, you need to look at society’s attitude to risk, and how this is
reflected in the behaviour of regulatory agencies”

Of course, its easier for policy makers and commentators on the industry to blame falling approvals
and falling returns on capital on the structural inefficiencies of research in a large company
environment. For outsiders, its simpler to assume the problem is that big pharma just are not good
enough at drug discovery and development. Its just too obvious that improving safety is a desirable
goal, while the costs of the relentless pursuit of that objective are just too well hidden.

But if you want to understand why Pfizer took the decision they did, and why John Gapper at the FT
predicted the decline in R&D at big pharma, you need to look at society's attitude to risk and how this
is reflected in the actions of regulatory agencies that are, in the end, public servants. Without a sea
change in how we approach drug regulation (and indeed much else in life) in the future, the current
trend will be the tip of the iceberg. As investment in new medicines bleeds away, many of those
currently employed in the industry will find themselves looking for a career outside of healthcare, and
many of those with incurable illnesses will lament the lack of progress. Bizarre as it seems, demanding
ever safer drugs really could cost you not only your job but also your life!

The copyright to this article is held by TCP Innovations Ltd (2011). You are expressly licensed to distribute this article in any form, including electronic
transmission, provided that the format of the article including the acknowledgement of authorship and this copyright statement are not altered or removed.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /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
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /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
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /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.)
  >>
  /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 [612.000 792.000]
>> setpagedevice


