
It has been the practice in these editorials for some time now to
review the articles contained in the issue concerned and to make
general comments concerning matters of contemporary interest

based on these articles.
On this occasion a different approach has been adopted and a broad-

er view will be taken based, in part, on the 150 or so articles which we
have carried in the four years of the existence of DDW, but also on gen-
eral impressions of trends in the world of drug discovery.

In the editorial in our first issue published in the summer of 2000
some predictions were made and it is of interest to re-examine them
four years later. Mergers in the pharmaceutical industry, creating fewer
larger companies, were in the news at that time and it was predicted
that this trend would continue. This has, indeed, been the case and pre-
sumably there is more to come although the number of suitable remain-
ing candidates for mergers is now not great. 

There is still debate as to how successful these mergers have been –
time alone will tell – but in the context of drug discovery they do not
seem to have increased the flow of innovative new medicines. Perhaps
that was an unrealistic expectation but it is clear that these vast devel-
opment and marketing companies need a steady flow of new drugs
emerging from their R&D organisations. Our prediction in 2000 was
that this would result in an increasing reliance on smaller companies to
provide the discoveries needed. This has happened to some extent but
certainly not to the degree expected by some.

Why is that? In the first place there is no reason to suppose that
researchers in small biotech companies are smarter than their counter-
parts in the larger pharmaceutical firms, but the argument then goes that
small teams are likely to be more innovative than large. That is also
debatable but many, if not most, of the large companies are trying in
their various ways to create the small company type of environment
within their organisations. Again time will tell whether this is successful.

Another significant issue relates to the funding of small companies. On
both sides of the Atlantic the number of investors which specialise in fund-
ing start-ups has decreased significantly. There is still plenty of money
available but that is going to companies with products or at least near-
market opportunities. This means that truly innovative, but high risk,
projects may not be progressed and will not therefore be available, if suc-
cessful, to fuel the development machines of the large companies. There is
surely a case for ‘big pharma’ to do more than at present to fund new
ideas. In the greater scheme of things the funds involved are not great and
the returns are potentially very large indeed. The current practice is to wait
for clinical proof of concept before in-licensing by which time there will be
competition for the good products and the price will be driven up.

The great excitement in 2000 related to expectations from the human
genome project and the belief that this would give leads to many new
classes of useful and innovative medicines. Soon thereafter the results
appeared – rather less genes than expected but rather more proteins,
leading to a switch in interest from genomics to proteomics and the for-
mation of many new companies in the latter field. 

Our 2000 editorial stated that “other technologies... will, however,
have to be applied to this genomic information before leads to new
medicines emerge”. This was obvious to all who were in the know but
the less well-informed have been disappointed by the time taken to
transform the findings from the human genome project into new drugs.
A very large proportion of the articles in DDW over the past few years
have been concerned with technological advances in bioinformatics,
combinatorial chemistry, genomics, proteomics, etc, all of them basi-
cally attempting to make the selection of lead compounds for develop-
ment faster and more predictable. There is evidence that these goals are
gradually being achieved.

We stated in 2000 that other more traditional approaches to the dis-
covery of new drugs should not be ignored in all the excitement sur-
rounding genomics. This is still the case although it has to be said that
the example we gave then – plant-derived medicines – has not really
taken off except in a few specialised companies. Approaches which seem
to be in vogue currently include novel drug delivery methodologies espe-
cially as applied to large molecules and the increased interest in combi-
nation products. The latter has been seen as very difficult due to com-
plexities in development and in regulations, but regulatory authorities
do seem to be taking a slightly different and easier-to-meet approach.

We tend to take a somewhat pessimistic view of the future of drug
discovery feeling that all the easy things have been done and so on. All
I can say to that is that similar remarks were being made when I came
into the industry well over 30 years ago despite the fact that this was
the era of major advances in beta-blockers, H2 antagonists, etc. When
I look at the technological advances that have been made in that time
and how our knowledge has increased of, for example, intracellular
mechanisms I find it hard to believe that this will not, in due course,
lead to major therapeutic advances. We must not, however, be slaves to
technology. The great ‘drug-hunters’ of the past relied to a very great
extent on their intuition based on a clear understanding of the patho-
physiology of disease and on the limitations as well as the capabilities
of the technology available to them.

We would very much welcome comments from our readership on
their view of the current state of drug discovery and on the way ahead.  

Dr Roger Brimblecombe PhD, DSc, FRCPath, FIBio

● We would like to apologise to Cellomics Inc for some confusion with-
in an article in the Spring 2004 (Volume 5, Issue 2) edition of DDW. We
wish to clarify that Carl Zeiss is the distribution partner for Cellomics in
North America and is the manufacturing partner for its Instrumentaion
Platforms but it is not a subsidiary of or part of Cellomics Inc as a whole.
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