
a cost of up to £20 billion (US$40 billion), and a parliamentary vote 
is expected next month.
Submarine builders and the military say that replacing the fleet will 
ensure that Britain can deter nuclear attacks and avoid the expensive 
repair costs associated with old vessels. Lining up against them are 
various weapons experts and think-tanks who argue that the sub-
marines’ working lives could be extended by up to 20 years. That 
would give the government time to better assess whether a system 
designed for the cold war is really the right defence for a world where 
rogue nuclear states and terrorists are the biggest threats.
Which side is correct? Unhappily, Nature has to admit ignorance on 
this point. Just a few pages of the relevant White Paper were devoted 
to the issue of replacement versus repair. Attempts by think-tanks 
to prise information from the Ministry of Defence have failed. A 
document like RS21007 would have gone a long way towards helping 
assess the options. Yet no such document exists and there are no plans 
for one to be published before the vote takes place. 
The debate would be more robust if Britain took the US approach, 
of which the CRS is a relatively minor component. More important are 

the scientific experts who are given security clearance. Congressional 
committees have access to information, can interrogate officials and 
pass judgements, in public and in private, on classified programmes. 
Non-profit groups such as the Natural Resources Defense Council 
have accumulated considerable knowledge on nuclear matters and 
frequently engage the federal government in lively and informed 
public debate. The National Academy of Sciences is also used by the 
government as a sounding board for security issues, and many reports 
are published in unclassified form.
In Britain, the gulf between the Ministry of Defence and academia 
is far wider, partly because of the over-secretive culture of the civil 
service. But there is little reason why this should be so. If Britain is to 
properly evaluate the threat it faces, outside experts need to join the 
debate. Groups such as the Royal Society and the Royal Academy of 
Engineering would be obvious first points of contact, and both organ-
izations could do more to make the case for their being involved.
The United States has shown that public scrutiny of critical defence 
expenditures needn’t hand its enemies critical secrets. Britain can 
learn to do the same.  ■

A changing drug supply
Research cuts by the world’s largest drug company 
reflect a challenging outlook for the industry. 

P
fizer’s announcement last week that it will cut its research marks 
a watershed for the pharmaceutical industry (see page 466). 
Until now Pfizer, the leading drug company in terms of both 

sales and research spending, and an important industry bellwether, 
has refrained from cutting its efforts to discover new drugs. Yet its 
$7 billion in annual R&D expenditures has failed to generate anything 
near the number of discoveries needed to cover those costs. 
The problems facing Pfizer also affect the rest of the industry. A 
November report by the US Government Accountability Office found 
that while the industry’s US R&D spending rose by 147% from 1993 
to 2004, applications for drug approvals to the US Food and Drug 
Administration rose by only 38%. Applications for drugs with ingre-
dients never before marketed in the United States grew by just 7%. 
Former Pfizer chief executive Hank McKinnell found a fix by 
buying blockbusters instead of discovering them. The acquisition in 
2000 of Warner-Lambert gave Pfizer the cholesterol-lowering drug 
Lipitor, with almost $13 billion in 2006 sales. In 2003, Pfizer bought 
Pharmacia and with it the arthritis drug Celebrex, which brought in 
around $2 billion last year. 
But last summer, Pfizer’s board ousted McKinnell in a clear signal 
of its impatience with that strategy’s lack of longer-term delivery, 
compounded by its concern about the spectre of expiring patents. 
Five Pfizer drugs worth nearly $9 billion a year will lose patent protec-
tion before Lipitor goes off-patent four years from now. The board 
wants a change in the firm’s R&D strategy and allocation of resources. 
With new chief executive Jeffrey Kindler — a lawyer who has been at 
the company for five years — it is getting one. 
However, it is not clear whether Kindler is inaugurating a bold era 

in drug discovery or a period of creeping retrenchment. He is cutting 
several layers of middle management and bringing together scientists 
working on each of ten disease areas, from cancer to cardiovascular 
disease. In so doing, Kindler is not only seeking simplified logistics 
but also giving Pfizer’s researchers a sense of collaborative ownership 
of the drug-discovery process. By dropping some discovery efforts 
entirely, he is acknowledging that the company can no longer afford 
to play every slot machine in the room. In the best of worlds, this will 
lead to greater focus and productivity, with the company doing better 
work in fewer disease areas.
But pessimists see an axe at work rather than a surgical scalpel 
— with more blows to follow at both Pfizer and its big competitors. 
These could well include sending a significant amount of early drug 
discovery to India, China or Eastern Europe, following the route that 
many clinical trials are already taking. 
Observers also predict that big companies will increasingly rely 
on partnerships with small and mid-sized drug and biotechnology 
firms to generate drug candidates. If the research labs of Pfizer and 
its competitors cannot match the productivity of smaller, more flexible 
firms, it is not hard to imagine the bulk of discoveries being driven 
by such alliances. Then the big drug firms would be able to focus 
on what they do best: the heavy lifting of late-stage development 
and marketing. 
Even then, sustaining profits won’t be easy. With most, if not all, of 
the low-hanging fruit having been picked in the past quarter-century, 
even successful drugs are likely to generate revenues in the hundreds 
of millions, rather than billions, of dollars.
The industry must acknowledge this if it is to prepare for what 
is rapidly becoming the post-blockbuster era. All the signs say that 
companies need to shift their research sights to tailored drugs with 
smaller, targeted populations. These are cheaper to develop and, 
importantly, would face less market competition than the mega-
blockbuster. Reading between the lines, Pfizer’s announcement last 
week may have opened a door that leads in that direction. ■ 
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