
R&D productivity, or the lack of it, in the pharma and biotech
industries has been a recurrent theme in these editorials. Ever
increasing R&D budgets are still not producing commensurate

increases in new drug approvals. One of our contributors in this issue
of DDW expresses this pithily as ‘fewer drugs approved, more money
spent’. As a matter of fact, during 2003 the FDA approved 21 new
molecular entities (NMEs) compared with 16 in 2002 but this modest
increase is not sufficient to close what our contributor describes as the
‘innovation gap’ between money spent and drugs approved. As more
blockbuster drugs from earlier years come off patent this situation
worsens, or at least changes, in that individual drugs will be provided
to smaller numbers of patients and hence there will presumably be
fewer blockbusters – often defined as drugs having annual sales in
excess of $1billion. Pharmacogenomics will facilitate the development
of drugs more accurately tailored to the patients needs. Diseases will be
sub-divided and theranostics (where a package including diagnostics
and therapeutics is provided) will increasingly become the norm. This
will necessitate changes not only in the pharmaceutical industry but
also in those who regulate it. There are indications that the FDA, for
example, is already making appropriate moves in this direction.
Approval times for some recently introduced drugs in this ‘targeted’ cat-
egory have tended to be shorter than for more conventional products.
It is now up to the industry to increase the numbers of these targeted
drugs which are being submitted for regulatory approval.

As has been noted before in these pages there is still the requirement
to improve the efficiency of the drug discovery and development
process in terms of both time and cost. Figures currently quoted indi-
cate that it takes about 15 years and costs about $1billion to bring the
average drug to market. These figures are somewhat misleading in that
there is a tremendous amount of variability around them and the costs
include those that have been incurred in the development of drugs
which have not made it. Everyone involved is well aware of the need for
improvement and, as is usual in DDW, we include articles here describ-
ing ways of improving aspects of the discovery and development
processes especially with the objective of reducing attrition rates so
avoiding money being ‘wasted’ on candidate drugs that fall by the way-
side during development. 

High Throughput Screening (HTS) is now widely used in drug dis-
covery and there are continual refinements in this technique. There is,
as discussed in one of our articles, a steady movement towards the
increased use of cell-based assays. Intuitively, and probably correctly, it
is felt that the information derived is more likely to be relevant to the
whole organism than that obtained from sub-cellular systems of one
sort or another. There are difficulties, however, and attempts being
made to overcome them are reviewed here. 

Following on from this, it is logical that the demand for cells and new
cell lines with varying growth characteristics and expression profiles
has grown substantially. We take a look at how automating cell culture
can optimise cell line generation and selection.

Informatics, too, play an essential role in modern drug discovery,
usually in the form of chemoinformatics or bioinformatics. However, as
is pointed out in this issue, in more than half of the studies involved in
drug discovery the output is in image form and our author argues that
much of the information value of image data is currently untapped. It
would, he claims, be highly cost-effective to install and use image infor-
matics systems in that this would result in accelerated drug discovery
and development.

A third indispensable technique is combinatorial chemistry which has
been in use for 20 years or so. There have been changes in approach
over the years notably in concentrating on dedicated libraries rather

than on sheer numbers of compounds. There has also been a move, at
least for non-peptide libraries, away from solid phase to solution phase,
chemistry. There are, however, problems especially in purifying and iso-
lating the individual products. We carry in this issue the first of a two-
part article describing the use of solid supported reagents and scavenger
resins to overcome these problems.

In our Summer 2003 issue we included an article on HTS as applied
to G-protein coupled receptors (GPCRs) as the target. We described this
as ‘a rich potential source of new leads’ and we follow up with an arti-
cle that advocates the use of flash imagers to facilitate higher through-
put functional GPCR assays.

We try to include at least one article in each issue of DDW dealing
with recent developments in a therapeutic area where there is perceived
to be an unmet, or not entirely satisfied, medical need. Chronic obstruc-
tive pulmonary disease (COPD) still falls into the latter category in the
sense that even recent successfully launched new drugs do not address
the underlying pathology of the disease. Our author predicts that cer-
tain protease inhibitors delivered to the lung should not only act as anti-
inflammatories but should also exert disease-modifying effects on
chronically degrading lung tissues.

The world of drug discovery is one where most companies large or
small are, at some time, seeking to do a deal of some sort. These play-
ers are big pharma, biotech and research organisations of various types.
The good deal is one where everybody wins, or at least feels that they
have won. Our article, Global Dealmaking – ‘The Negotiation’ contains
good advice as to how this may be best achieved.  

May I, on behalf of the publishers, take this opportunity to wish all our
readers a prosperous and healthy 2004 and, as usual, request that you
take a few moments just to fill in the attached FREE subscription form to
guarantee receipt of your own, personal copy of DDW every issue.

Dr Roger Brimblecombe PhD, DSc, FRCPath, FIBio
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