
This is the time of year when there is a tendency for those
engaged in a variety of endeavours to review their perform-
ance over the previous 12 months and to attempt to predict

how this is likely to change, if at all, during the next similar period.
Our world of drug discovery is no exception and it has to be said
that the general view of 2004 is not a particularly positive one. The
highly publicised withdrawal of Vioxx and subsequent questions
being raised over COX2-inhibitors as a class has followed other
pieces of negative news and has cast a pall over the pharmaceutical
industry at large. It has also provided more ammunition for the
industry’s various critics and has led to speculation as to what
impact such events will have both externally and internally.

Externally, regulatory agencies must be considering their proce-
dures. Will they become more cautious in granting marketing
approvals by, for example, requiring studies on larger numbers of
patients in an attempt to detect adverse events occurring in very
low percentages of the exposed population? Will they grant provi-
sional licences with full approval only following after an acceptably
large population has received the new drug? Will they be exces-
sively cautious in approving drugs with completely new mecha-
nisms of action where there are no, or limited, precedents regard-
ing safety?

The other external community which has to be considered
includes the prescribers and recipients of new medicines – the
physicians and their patients. Will they become excessively unwill-
ing to use new drugs? There is still an expectation that drugs should
be completely safe and completely effective and the concept of risk
to benefit ratio in the context of their health seems one which peo-
ple do not understand. Should the industry and indeed the health-
care community at large do more to increase this understanding?

So what does all this mean for those working at the ‘sharp end’
of drug discovery and development whether they are in pharma-
ceutical and biotechnology companies or in research institutes or
academia? There is talk of some large companies cutting back on
in-house R&D and relying increasingly on outsourced resources.
There would be winners and losers in that scenario with contract
organisations and biotech companies playing increasingly impor-
tant roles as providers of these resources. There seems to be evi-
dence that this is already happening.

The great concern for all involved must be that there will be less
emphasis on attempts to discover and develop truly innovative new
medicines at the expense of improvements in, or reprofiling of,
existing ones. It is easy to see how this could be tempting – well
established development and regulatory processes, lower attrition
rates, small risk of failure in late stage development or in the mar-
ketplace, etc. 

This rather conservative approach should not, of course, be dis-
missed. Many useful new medicines have emerged from this
approach. But surely this should not be the main way forward if
our aim is to address unmet or poorly met medical needs.
Admittedly the sequencing of the human genome has not proved to
be the quick route to large numbers of innovative and useful new
medicines that some envisaged but we do seem to be getting there.
One of our contributors to this issue of Drug Discovery World esti-

mates that to date more than 1,000 possible new leads have
emerged as a result of our knowledge of the human genome.
Currently marketed drugs only target about 500 of the much larg-
er number of proteins involved in disease – there would seem to be
a lot of remaining opportunities there. As an example our author
considers ion channels as sources of leads. Three hundred or so ion
channels are encoded by the human genome whereas only about
5% of marketed drugs target them.

The good news seems to be that the rather dreary picture paint-
ed above of ‘me-toos’, marginal improvements and so on does not
reflect the real situation. In this edition of DDW we carry nine arti-
cles. All of them in one way or another represent attempts to
improve the efficiency, productivity, predictability or novelty of
pharmaceutical/biotech R&D so clearly these still represent issues
of high priority. Admittedly we have published many such articles
over the past few years without, it might be thought, immediately
obvious improvements in the aspects of R&D listed above. It is
very interesting to note, however, that our authors increasingly
acknowledge that no single approach is likely to be effective. Two
typical quotes from this issue are: “In the near term we will see the
full integration and synergistic application of… (various) tech-
niques to these problems” and we should make “a concerted inte-
grated effort to go beyond the short-comings of the past”.

On that hopeful and constructive note I wish all readers of DDW
a happy, heathy and productive 2005.

Dr Roger Brimblecombe PhD, DSc, FRCPath, FIBio
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