
At this time of global financial turmoil it would be nice if there were
some good news emerging, at least from the sector in which many of
the readers of Drug Discovery World operate. Sadly this does not

seem to be the case. Even before recent events unfolded warning flags were
flying. The recently retired CEO of GlaxoSmithKline, J-P Garnier, in an arti-
cle in the May 2008 edition of the Harvard Business Review quoted some
telling figures. A comparison was made between the average annual return
to shareholders in 10 different industries in the periods 1985-2000 and
2001-2007. In the first of these periods the pharmaceutical industry topped
the list, in the second it was very near the bottom.

J-P Garnier attributes this ‘malaise’ to declining R&D productivity but
interestingly he dismisses the view held by many that the solution is to break
up the very large pharmaceutical companies into companies. He believes
that R&D in the large companies should be reorganised into small, highly
focused groups headed by individuals who are leaders in their respective sci-
entific fields. He claims that this kind of reorganisation, started in GSK in
2000, is proving to be successful as measured by the number of products in
late stage development.

One of the articles in this edition of DDW also points out the commercial
difficulties facing the industry with several valuable drugs having recently
gone off patent and others shortly to do so and with no obvious block-
busters expected in the next few years. The author emphasises the point,
which has been made many times before in these pages, that late stage attri-
tion of development candidates is a major, perhaps the major, factor in the
disappointing productivity of the industry. What is needed, as he points out,
is an ability to predict the probability of success (or failure) of a project at
an early stage before large sums have been invested in costly clinical trials
and all the other activities needed to bring a drug to market. He states that
‘predictive de-risking has become a sort of Excalibur, mythical but pretty
usefully sharp if found’. He goes on to discuss various initiatives which are
being undertaken in this search and states, correctly, that there is an urgent
need to know which, if any, of them will deliver improved predictions.

We also include, as always, several articles discussing advances in tech-
nologies used in the drug discovery process. It is always the hope that such
advances will result in reductions in the attrition rate referred to above. High
Throughput Screening (HTS) is one such technology which has played a
major role in the discovery programmes of pharmaceutical and biotech com-
panies but has not received much attention in academia. This, according to
the authors of one of our articles has been because of the cost but also
because it has been regarded as an ‘anti-intellectual endeavour’. This appears
to be changing and the same authors claim that ‘academia is poised to take
new lead discovery to new heights’.

Bioanalytical methods play an essential role in the development of any
new drug and it is not an uncommon occurrence for progress through the
development process to be held up while a sufficiently specific and sensitive
bioanalytical method is devised. It is also the case, as discussed by one of our
authors, that such methods often need to be transferred from one laborato-
ry to another – from sponsor to contractor for example. Attention should be
paid to ensuring that strategies are in place at an early stage to ensure that
such transfers can be carried out seamlessly.

Although sluggish in its original uptake in the 80s, microwave-assisted
synthesis seems to have witnessed an explosion in the number of publica-
tions describing its utility. We carry an article which looks at the evolution
of this technology and how it can potentially reduce the SAR (Structure,
Activity, Relationship) cycle from days to hours. Indeed, the author is keen
to discuss whether microwaves have the opportunity of making the transi-
tion from, as he puts it, ‘an enabling technology to a disruptive technology’.

One particular bioassay involves the measurement of protein biomarkers.

This plays an increasingly
important role in drug dis-
covery especially in pre-
dicting at an early stage in
development whether a
potential new drug is like-
ly to be effective in a given
disease. The lack of suffi-
cient sensitivity in the
assay methods available
has impeded progress.
However, a new genera-
tion of immunoassay sys-
tems, discussed in one of
our articles, are now
becoming available and
may, again, contribute to
the quest for better predic-
tion and lower attrition.

In the previous
(Summer 2008) issue of DDW we carried part 1 of an article discussing the
increasing interest in label-free technologies especially in cell-based assays
where primary or non-engineered cells can be used. The second part of that
article is included in these pages and deals with binding analysis assays. The
available technologies products are discussed in some detail.

As usual, we include articles dealing with recent developments in the
search for more effective treatment of problematic diseases. In this edition
rheumatoid arthritis and emphysema are discussed. 

Rheumatoid arthritis (RA) affects about 0.8% of the adult population
worldwide. It has considerable economic impact due, largely, to the high
degree of functional impairment associated with it. Its pathogenesis is com-
plex being mediated by several different mechanisms. In the past treatment
has been mainly symptomatic with the use of steroids and non-steroidal
anti-inflammatory drugs being widespread. Now the emphasis has changed
to the use of disease-modifying antirheumatic drugs (DMARDs) with the
standard of care being methotrexate. Increasingly, other DMARDs are being
used with, or in place of, methotrexate. These typically target inflammatory
mediators (eg anti-TNF� drugs) or leukocyte activation and infiltration (eg
rituximab) but, as our author points out, there is still a need for more and
different DMARDs since patients vary considerably in their response to a
given DMARD and even those patients who show an initial response can
become refractory to a given drug. It is suggested that there are still fruitful
fields for further research in intervening in other component of the patholo-
gy of RA. One suggestion is to focus on the angiogenic process.

Some 4 million people, representing about 1% of the US population, are
affected by emphysema. This is a chronic debilitating disease characterised
by destruction of lung tissue following inflammation caused by exposure to
inhaled noxious substances, commonly cigarette smoke, for long periods.
There are two broad treatment strategies aimed at either improving lung
function using long-term maintenance therapies or treatments of acute exac-
erbations. Our author discusses a surgical treatment known as lung volume
reduction surgery (LVRS) in which damaged areas of lung are resected to
increase breathing capacity. This has proven beneficial for selected patients
but it is associated with substantial risk and there is, therefore, a search for
alternative therapies which would confer the benefits of LVRS with reduced
risk. Several devices are under investigation and are described and discussed
in our article.

Dr Roger Brimblecombe PhD, DSc, FRCPath, FIBio

Introduction

introduction

Drug Discovery World Fall 2008 7

Introduction:Introduction  6/10/08  12:55  Page 7




