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The much-disputed European directive on
clinical trials went into effect on 1 May (Nat.
Med. 9, 1336; 2003), but some experts are
warning against the restricted access provided
to its new clinical trial database.

The database will include general
information on a clinical trial,
recommendations of the trial’s ethics
committee and any amendments to the
protocol. At the end of the trial, researchers
must also enter whether a trial ended early
because of safety issues or lack of efficacy. To
maintain confidentiality, the directive
stipulates that the database will be accessible
only to the relevant authorities of the states,
the London-based European Agency for the
Evaluation of Medicinal Products and the
European Commission.

Because the database is not available to
other researchers or to the public, however,

experts warn that it will allow scientists to
selectively publish favorable results.

“This is a missed chance to disclose the
information which can prevent us from using
biased information,”says Frank Buntinx,
president of the Centre for Evidence-Based
Medicine in Leuven, Belgium.

The directive has strong support from
pharmaceutical companies.“Only authorities
should have access to the database since the
information could be of high economic value
for other pharmaceutical companies,”says
Uwe Dolderer, a spokesman for the German
Pharmaceutical Industry Association.

Buntinx notes that similar information,
from both publicly and privately funded trials,
is freely available in the US as a result of
increasing concerns over the nondisclosure of
negative studies and early termination of trials.

Xavier Bosch, Barcelona

Europe’s clinical trial database criticized

After years of flush funding, the budget for the
US National Institutes of Health (NIH) is in a
lean phase: the 2004 budget is $28 billion, about
3% more than the previous year, and the 2005
budget, now winding its way through Congress,
is not expected to be much bigger. Combined
with the lower numbers, a strong emphasis on
translational and interdisciplinary research is
feeding scientists’ fears about the future of
investigator-driven basic science.

Under the NIH’s much-publicized Roadmap
for Medical Research, a total of $2.1 billion will
be diverted from individual institutes’ budgets
to new interdisciplinary projects and clinical
research over the next five years (Nat. Med. 9,
1335; 2003). Meanwhile, applied research on
infectious diseases, primarily for biodefense,
would balloon to $1.7 billion under the 2005
proposal and is likely to remain a high priority.

The boost in applied research comes at a par-
ticularly bad time. NIH accountants project an
overall decline of nearly 6% in the agency’s
budget by 2009 because of the mushrooming
federal deficit. For the 2005 NIH budget,
Congress is already poised to trim up to 
$2.3 billion from the administration’s modest
request.

Congress also earmarks portions of the
budget for research on specific conditions.
“There’s a lot of pressure [for NIH earmarks]
from a lot of different advocacy groups, from
juvenile diabetes to Parkinson’s,” says
Democratic congressman Sherrod Brown. For
instance, Brown, who sits on the House appro-
priations committee, plans to insert a demand
for new tuberculosis therapies.

As politicians increasingly clamor for con-
crete results, however, researchers say they are
worried about the future of traditional investi-
gator-initiated basic research.

“It does look like a withdrawal of research
funds from basic research to put into things that
are almost product-oriented,”says Ira Mellman,
professor of cell biology at Yale University. “It
seems they want to get the individual investiga-
tors to act like a biotech company, coming up
with stuff that can be sold or turned into a diag-
nostic test, [but] my experience is that academic
researchers are not very effective when it comes
to that kind of thing,”he says.

Others say the NIH is not qualified to oversee
such projects.“The NIH has never been good at
deciding what to work on,” says Vincent
Racaniello, a virologist at Columbia University
in New York.“The best work comes from letting
scientists follow their own paths.”

Racaniello is particularly critical of biode-
fense.“Pouring money into biodefense research
is just a load of crap,”he says.“[It] is just another

political ploy and a waste of NIH dollars.”
Norka Ruiz Bravo, the NIH’s deputy director

for extramural research, says the researchers’
fears are overblown.“There’s certainly an inter-
est in translational research,” she says, “[but]
overall NIH’s commitment to investigator-initi-
ated research isn’t diminished at all.”

According to an analysis by the American
Association for the Advancement of Science,
however, the number of multiyear research
project grants would increase 1.4% in the pro-
posed 2005 budget, but only when measured
against the low 2004 numbers. The average
grant size is expected to increase by 1.3%,
against a 3.5% expected inflation rate in the
cost of biomedical research. Taken together, the
numbers suggest that traditional NIH grants
are getting smaller and more difficult to obtain.

Even the new disease-specific programs are
poorly conceived and “no thought is being
given to oversight,” says Saul Silverstein, a
microbiologist at Columbia University. “The
money will be eaten up by those who can
assemble what looks like a cohesive program,
but will never be judged as such.”

Alan Dove, New York

NIH grant budget (in billions of dollars)
Total number of grants
Number of new grants

Year

6,000

14,000

22,000

30,000

38,000

200520042003200220012000

9

12

15

200520042003200220012000

Level lines: The number and amount of NIH
grants has seen only marginal increases.



Newly expanded European Union faces growing pains
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New members of the expanded European
Union (EU) could boost the profile of biomed-
ical research in the region by providing fertile
breeding ground for low-cost clinical research.
At the same time, they could see their best
brains leave for even more fertile soil abroad.

On 1 May, nearly 75 million Eastern and
Central Europeans became citizens of what
used to be called Western Europe. Together
with the islands of Cyprus and Malta, the for-
merly communist states of Latvia, Estonia,
Lithuania, Poland, the Czech Republic,
Slovakia, Slovenia and Hungary formally
joined the EU, shifting its geographical heart
340 kilometers to the east. Bulgaria and
Romania are expected to follow in three years.

In many ways, the expanded EU seems far-
ther removed from its goal of becoming a cen-
ter of science and innovation. In 2001, eight of
the ten new members spent less than 1% of
their gross domestic product on research and
development, compared with the 3% spending
level the EU foresees for 2010. With 25 different
governments to appease, controversial deci-
sions—such as guidelines for cloning and the
reform of the European research funding
process—will only become more difficult.

In some new member countries, there are
concerns that health care costs will skyrocket
because many cheap generic drugs formerly
imported from Russia or Ukraine won’t pass
muster in the EU. Others worry about a poten-
tial ‘brain drain’ to the west.

Schemes designed to promote ‘brain circula-
tion’ within the EU, such as the Marie Curie

Work Programme, might amplify existing
inequalities between member states, says Louise
Ackers of the University of Leeds.

Countries with a strong research infrastruc-
ture, better labs and higher levels of funding,
lure and retain talented researchers. In the ‘old’
EU the UK, Germany and France were big win-
ners. Unable—or unwilling—to compete with
the richer members, Italy, Spain and Greece led
the charts on the losing side.

The same could happen with the new mem-
bers, particularly as many in the EU argue that
research funding should focus more on scien-
tific excellence and less on geographical fair-
ness, says Ackers. Polls among undergraduates
in eastern and central Europe show that many
of them consider leaving—one Bulgarian sur-
vey found that 70% of its students had consid-
ered emigrating.

Others are more optimistic. István Raskó,
director of the Institute of Genetics in Szeged,
Hungary, says young Hungarian researchers’

emigration is balanced by incoming students
from Nordic countries. Still, he says, the new
members should prioritize incentives to entice
researchers working abroad to return.

Raskó is concerned that he and others will
have to compete for EU funds on equal terms
with established research centers elsewhere.
Although eastern labs deliver high-quality
research, he says, “research productivity is the
key to getting new grants, and it is lower here
than in countries with much better facilities.”

At least one research area could see strong
growth, says Roy Lenders, lead author of a
recent report on EU enlargement.Low costs and
large pools of research subjects could set the
stage for a clinical trials boom in the EU, partic-
ularly once patent regulations are harmonized.

Wages and investigator grants are low in
most new member states, but the research qual-
ity is at least as high as it is elsewhere in Europe,
Lender says. Compared with western Europe,
regulation in eastern and central Europe is also
still manageable. Limited access to affordable
health care makes the population more willing
to participate in trials, and because most for-
mer communist states have large hospitals,
recruiting patients is quick and easy.

Some of these advantages might dissolve as
the member states develop, Lenders says, but
that is not likely to happen within the 5- to 10-
year investment horizon of drug companies.
“Countries like Greece and Spain joined the EU
in the 1980s,” he says,“but their salaries are still
lower than elsewhere.”

Peter Vermij, Amsterdam

Countries joining EU in 2004EU before May 1

Australian biomedical researchers walked away
disappointed from this year’s federal
government budget, amidst concerns that the
nation’s biomedical research will struggle to
keep pace with the international community.

The budget, released on 11 May, forecasts
that annual funds for the National Health and
Medical Research Council (NHMRC)—the
primary funding agency for biomedical
research—will remain steady at nearly
AUS$400 million.

This falls far short of the extra AUS$1 billion
over five years that medical research lobby
groups argue is needed to maintain Australia’s
current level of research.“It has come as a great
surprise—it’s even more surprising given there
is such large surplus left,” says Andrew Sinclair,
president of the Australian Society for Medical
Research. There had been earlier political

support for medical and health research and a
growing emphasis on care for the aged.

Many researchers fear a widening gap
between funding and the escalating costs of
medical research.“Our costs of grants have far
outstripped inflation,” says Alan Pettigrew,
chief executive officer of the NHMRC.

On 6 May, the federal government
announced some urgently needed funds for
the infrastructure of medical institutes, which
are currently supported by state governments.
Those institutes will have AUS$200 million
over seven years—allocated in proportion to
their competitive grant awards—available to
them, as well as AUS$31.2 million for specific
infrastructure projects.

The Commonwealth Scientific and
Industrial Research Organisation (CSIRO), the
nation’s largest research body, will receive an

additional AUS$305 million dollars over seven
years for its six priority-driven programs.

But baseline funding for CSIRO and the
Australian Research Council, which funds
basic research, will remain relatively constant,
with only modest increases over the next few
years.“If we go flat-line now that means we’ll
start slipping back—there is no question of
that,” says Sinclair.

Researchers are clinging to the hope that
additional funds are waiting in the wings.
The government has yet to release a much-
anticipated review commissioned to assess
investment into the medical and health
research sector. Observers say the
government might use promises of extra
funding as a platform in the federal elections
later this year.

Carina Dennis, Sydney

Biomedical research budget comes up short down under



N E W S

Japanese scientists face a year in jail and 
a ¥1 million (about $9,000) fine if they violate
the extensive rules their government now has in
place for using recombinant DNA technology.
Some researchers say they are worried the
restrictions and new local regulations will set
back Japanese research in related fields.

The backdrop to the debate is a public senti-
ment that frowns on genetic modification.
“There is an allergy to anything relating to
recombinant DNA technology, especially in
agriculture and food,” says Hideo Shinagawa, a
microbiologist at Osaka University.

Concerns intensified in September 2003
with the implementation of the Cartagena
Protocol on Biosafety, which attempts to
ensure the safe shipping of genetically modi-
fied organisms. Japan already had guidelines
on recombinant DNA research, but after sign-
ing the protocol, it turned the guidelines into
binding laws, effective as of February.

“This is going to have a big impact on
researchers whether they are doing basic sci-
ence or applied research with plants and
microbes,” says Hiroshi Kamada, a molecular
biologist at the University of Tsukuba.
“Research is going to move much more slowly.”
Hamada predicts that scientists wanting to do
such research will be forced to leave Japan.
“There are so many things that remain unclear
that many people will just stop doing this kind
of research,” he says.

The law sets a standard for DNA sources and
stipulates that researchers must apply through
their institutions or to the central government
to carry out recombinant DNA work. Some say
the restrictions are excessive. “If you make a
virus with a small piece of DNA, even linker
DNA, [the experiment] needs to be
approved—which is ridiculous,” says Yoshihiro
Kawaoka, a virologist who splits his time
between the University of Wisconsin and the
University of Tokyo.

Under the new law, requirements on the
labeling of research materials for shipping have
become more burdensome (Nature 428, 6;
2004). Sending genetically altered viruses,
bacteria and even plasmids will require more
paperwork and some negotiation with the post
office, says Shinagawa.

But some researchers and government 
officials say the new law has made things eas-
ier. “Everything in the application process is
much clearer and more straightforward,” says
Tadahito Kanda, a virologist at the National
Institute of Infectious Diseases. Some restric-
tions have been dropped because of pressure
from scientists. “The only people that will

really be affected are those who weren’t follow-
ing the guidelines previously,” Kanda says.

Shinagawa agrees that many things have
become less bureaucratic. For example, require-
ments that every room dealing with recombi-
nant DNA have an autoclave and special safety
cabinets have been relaxed so that only one
autoclave and cabinet per building is necessary.

But researchers are also concerned because
some local governments are going beyond the

law to add their own restrictions. In March
Hokkaido, Japan’s northern island, put into
effect its own guidelines asking researchers to
steer clear of field trials with genetically modi-
fied plants. Similar ordinances are under con-
sideration in the Shiga and Ibaragi regions. “In
Japan, if one region makes an ordinance, move-
ments to create the same ordinance in other
regions will soon become active,” says Kamada.

Shinagawa and Kamada are part of a seven-
person committee in Japan’s Science Council
that is trying to dissuade local governments
from adding more restrictions. Other
researchers are also taking action. On 30 April,
49 members of the Japanese Society of
Breeding sent a letter to Hokkaido’s governor
urging her not to make binding rules against
genetic modification, particularly those requir-
ing applications at the local level. “The local
government doesn’t have the capacity to
process applications,” says Kazuo Watanabe, a
geneticist at Tsukuba University and one of the
petitioners. “That means that certain research
projects there could be brought to a halt.”

David Cyranoski, Tokyo
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Japan’s laws on recombinant DNA tie researchers’ hands

Community groups protesting the
proliferation of biodefense ‘hot labs’ conjure
up scenarios of lax security, accidental
infections and dangerous microbes escaping
into the neighborhood to bolster their case. A
previously unreleased report on inspections of
existing labs suggests that only luck has kept
those scenarios from becoming reality.

In April, the Office of Inspector General
(OIG) at the US Department of Health and
Human Services reported problems with
security, database access and record keeping at
11 unnamed university labs. The inspections
were carried out in 2002 but the report,
completed in 2003, was not made public.

In response to numerous requests,
particularly from the academic community,
however, the agency released a summary, citing
“serious weaknesses that compromised the
security of select agents at all of the universities
reviewed.”

The labs handle 39 ‘select agents’—toxins,
viruses and other potential bioweapons such
as anthrax. The inspectors found unlocked
security doors, easy access to lab keys and
scant attention to security badges, leaving labs
vulnerable to intruders. The report also cited
problems with sensitive data. In one case, a
worker circulated an email with the lab’s

select agent registry to people outside the
university. Researchers were also not required
to maintain select agent inventories. In some
cases, they did not document to whom they
shipped those agents.

Under the US PATRIOT Act, institutions
handling select agents were required to register
with the US Centers for Disease Control and
Prevention (CDC) and meet strict safety
standards by March 2003. But at the time of
the inspections, many labs had just begun
implementing the measures, says Ted Jones,
acting director of the CDC’s select agent
program. Jones says new inspections would
find a very different system.“I would describe
it as a sea change,” he says.

Jonathan King, a researcher at the
Massachusetts Institute of Technology, says he
draws little comfort from the PATRIOT Act
provisions. Secrecy provisions in the act will
only make it more difficult for communities to
assess risks from the agents at the labs, says King,
who is one of more than 150 academics in the
Boston area opposing a plan to build a national
bio-containment lab in the city. The US
National Institutes of Health’s budget calls for
11 such labs at some of the country’s premier
research institutions (Nat. Med. 9, 805; 2003).

Tinker Ready, Boston

Lax security at ‘hot’ labs draws fire

Susan
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Pharmaceutical companies routinely sink
millions of dollars into common diseases,
hoping for a multibillion-dollar payoff from the
next blockbuster drug. But for orphan diseases
with a small market, there are few takers.

An emerging model for medical research—
exemplified by the Cystic Fibrosis (CF)
Foundation’s approach to drug discovery—
relies on collaborative efforts between
pharmaceutical companies, academic
researchers, physicians and patients to propel
test tube discoveries to the clinic.

“There is not a lot of incentive for
companies to invest in orphan diseases like
cystic fibrosis,” says Robert Beall, president of
the CF foundation.“By funding CF drug
discovery, we ensure that our pipeline of
potential therapeutics is continuously fed.”

At a conference held in March in
Washington, DC, Elias Zerhouni, director of
the US National Institutes of Health, said the
foundation’s model exemplifies the
collaborative efforts described in his Roadmap
for Medical Research (Nat. Med. 9, 1335;
2003). Other organizations, such as the
Juvenile Diabetes Research Foundation and
the Institute for the Study of Aging, are

following similar paradigms.
Developing a drug from concept to

approval can cost up to a billion dollars. Using
unconventional strategies designed to
encourage companies to develop medicines at
minimal financial risk, the foundation hopes
to lower the cost to about $100 million.

In addition to funds, the foundation gives
companies access to a network of 18 CF care
centers and a patient registry.“The largest
problem in the research of orphan diseases is
the lack of centers with enough patients to
enter into a trial,” says Bruce Montgomery,
chief executive officer (CEO) of Corus
Pharma.“The care centers, by standardizing
and centralizing care, help solve this problem.”
With financial support from the foundation,
Corus is conducting a phase 2 clinical trial of
an inhaled antibiotic for treating
pseudomonal infections in CF patients.

The foundation supplies initial funding to
companies in the form of awards and
contracts and matches companies’ investment
in CF drug research. In return, companies
must meet certain goals before they receive
the next payment. The foundation typically
helps fund phase 1 and phase 2 trials.“Once

they’ve completed those successfully,” Beall
adds,“it’s much easier for them to get
additional sources of funding for the
development of a phase 3 drug.”

This integrated model of drug development
is a “ one-stop shop,” says Ed Field, CEO of
Inologic, Inc., which is developing a
compound to improve the function of CF-
struck lung cells. Apart from reducing
financial risk for companies, Field says, the
model also cuts clinical risk in terms of access
to patients, centralized data management,
academic researchers and protocols.“The
foundation’s integrated network makes it easy
for a company like ours to plug in to,” he says.

Another aspect of the model is finding
companies with potential CF drugs already in
their pipelines. For example, Inspire
Pharmaceuticals had a drug that was
originally targeted for sinusitis. Because some
experts thought the drug might have
applications in CF, the foundation gave the
company $1.7 million to develop the drug for
CF. The drug did not test well for sinusitis, but
Inspire recently announced promising phase 2
results for its efficacy in CF.

Amy K Erickson, Washington, DC

Collaboration may be the cure for what ails drug development
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Columbia University’s medical center is under
fire from the People for the Ethical Treatment
of Animals (PETA), which has alleged that the
school’s treatment of research primates violates
New York state laws.

PETA’s complaints have prompted investiga-
tions by the US Department of Agriculture and
the US National Institutes of Health into the
university’s potential violations of the federal
Animal Welfare Act. In March, PETA also filed a
complaint against the medical center with the
office of the Manhattan District Attorney.

PETA began an intense public awareness
campaign in 2002 after veterinarian Catherine
Dell’Orto, a former postdoctoral fellow at
Columbia, went public with complaints about
the treatment of baboons she had observed in
several Columbia laboratories, particularly in
the stroke therapy research of neurosurgeon 
E. Sander Connolly.

The study to test potential neuroprotective
drugs in a baboon model of stroke involved
removing an eye from each animal to allow
technicians to clamp an artery and artificially
induce a stroke. Dell’Orto reported that anes-
thesia was not administered to some baboon

Animal activists take aim at Columbia University’s primate program

subjects, while others were left to die in their
cages without being euthanized.

Laboratories are generally exempt from New
York animal cruelty laws, but scientists may be
prosecuted in cases where experiments are
“improperly conducted,” says Mary Beth
Sweetland, PETA senior vice president. PETA
says Connolly and his staff failed to observe the
research protocols and that the experiments
“lacked any ‘reasonable scientific justification’.”

Also named in the complaint were members
of the medical center’s Institutional Animal
Care and Use Committee, which evaluates 

animal research protocols. Mark Underwood,
chairman of the committee, says an internal
investigation turned up several “deficiencies,”
including incomplete documentation and
insufficient post-operative veterinary observa-
tion.“Columbia University took the allegations
very seriously and made immediate and appro-
priate corrective action,” says Underwood, who
was not named in the complaint.

Connolly, who did not respond to interview
requests, has voluntarily suspended the stroke
experiments, Underwood says, adding that
Connolly and others who conduct animal
research have the university’s full support. “We
feel that the research is of vital importance to
the mission of saving lives and finding cures,”
Underwood says.

PETA and others were buoyed by a recent
critique of animal research, which reported that
much of the research is inapplicable to human
models and is subject to significantly lower
standards than clinical trials (BMJ 328,
514–517; 2004). The authors concluded that
“the contribution of animal studies to clinical
medicine requires urgent formal investigation.”

Bruce Diamond, New York

Monkey business: Columbia U is under investigation
for potential violation of animal welfare laws.
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French government
reinstates research jobs

Three months after French researchers
launched the historic ‘Let’s Save Research’
movement, France’s newly reshuffled govern-
ment met their demands. François Fillon, the
new higher education and research minister,
announced in April that 550 previously
slashed permanent jobs would be reinstated.
And 1,000 new university posts will create a
breed of professors who simultaneously teach
and carry out research.

The announcements are the latest in
France’s efforts to appease the more than
17,000 signatories of the movement’s Internet
petition. Web postings indicate that scientists
are mostly satisfied with recent develop-
ments, although many advise caution and
warn that the feud is not over.

Protesters demanded that the government
catch up with back payments to research agen-
cies totalling €200 million, organize a national
debate on reforming French science and rein-
state permanent jobs that were converted into
temporary contracts. In March, more than
2,000 senior scientists resigned from manage-
rial duties (Nat Med. 10, 319; 2004).

Nine ‘Let’s Save Research’ members are now
working with an independent committee to
discuss overhauling France’s centralized
research system. Their consultations will be
included in a government white paper on the
same subject, to be released before the end of
the year. France’s 2005 research budget pro-
posal is expected in September.

AIDS tops WHO’s list
Combating AIDS is the world’s most urgent
public health challenge, declares a report
released in May by the World Health
Organization (WHO). The document
chronicles the epidemic’s global spread,
highlighting the WHO’s ‘3 by 5’ initiative,
which aims to deliver antiretroviral drugs to 3
million people in developing countries by the
end of 2005.

AIDS will also feature prominently at the
annual World Health Assembly meeting in
May. Among other issues, the meeting will
spotlight diet and physical health,
reproductive health and road safety. Also on
the table may be Taiwan’s bid to join the
WHO—a request the WHO has rejected
seven years in a row, citing deference to
China. Some critics have denounced the
stance, and also accuse the WHO of targeting
first-world ills at the expense of third-world
epidemics such as malaria.

Of mice and no men
Challenging the raison d’être of the male mouse, Japanese
and Korean scientists in April created Kaguya, the world’s
first fatherless mouse. Named after a folk-tale princess
who is born in a tree stump, Kaguya was born after the
researchers fused the nucleus of one egg with that of
another, and chemically activated the combination. The
work may shift to humans in the distant future, but in the
meantime, scientists say, the advance will shed light on
the signaling systems governing embryo development.

Eggs and sperm carry an equivalent set of genes. But
during mammalian reproduction, they undergo a poorly understood process known as genetic
imprinting. Certain genes shut down in eggs while different ones are silenced in sperm—the
reason fathers have traditionally been required to make embryos programmed with the right
collection of genes.

Working with immature female eggs, the team knocked out H19, a gene thought to be critical
in imprinting. Of 371 altered eggs that grew into early embryos, 26 were transferred to surrogate
mothers. Only Kaguya and another mouse survived more than 15 minutes past birth.

Bioethicists say that the 14-month-old Kaguya could add fuel to the ethical firestorm rag-
ing over other reproductive technologies such as cloning.
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Sunnier days for Spain’s
stem cell research

Icy relations between Spain and its southern
state of Andalusia thawed in April when
both camps simultaneously dropped
lawsuits centered on Spain’s first public stem
cell bank. The surprise electoral defeat in
March of Spain’s conservative government
played an integral role in the latest
developments. Andalusia’s regional
government is now allied with Spain’s ruling
Socialist party.

Andalusia’s row with Spain’s former
leaders began last October when its
government approved legislation permitting
embryo research. The move had irked the
conservative central government—which
had just approved a new, restrictive law on
assisted reproduction—and prompted it to
file a lawsuit on the grounds that the
Andalusian law is unconstitutional.
Andalusia responded by filing a lawsuit of its
own against the Spanish government. The
new stem cell bank opened in Granada in
January (Nat. Med. 10, 320; 2004).

Researchers have applauded the
withdrawn lawsuits, saying Spain’s highly
politicized stem cell debate can now shift to
its rightful place in science. The new Health
Ministry has announced it will reform the
national law. It currently permits research
only on surplus embryos that have been
frozen longer than five years, and limits 
the number of embryos and eggs that can
be fertilized.

Panel urges limits on NIH
experts’ consulting 

A blue-ribbon panel assessing financial con-
flicts of interest at the National Institutes of
Health (NIH) in April released the first of sev-
eral reports recommending improvements
and systemic changes at the agency. NIH
director Elias Zerhouni appointed the panel
after media reports last December revealed
that several NIH employees had over the past
decade received more than $2.5 million in
undisclosed consulting fees from pharmaceu-
tical companies.

The panel recommended that NIH employ-
ees should not spend more than 400 hours a
year working for the drug industry and that fees
should not exceed 50% of the employees’ NIH
salaries. The agency should also bar all employ-
ees from receiving payments in the form of
stock or stock options, the panel added. But to
preserve the federal agency’s public image, the
panel also concluded that the NIH agencies’
directors and deputy directors and officials
supervising human research should be com-
pletely banned from forging external ties.

The recommendations were met with mixed
reactions, particularly as the panel suggested
that only some senior NIH scientists should
file annual income disclosure reports.
Opponents demand that all NIH employees
disclose their incomes and call for free access to
complete and unaltered scientific data.

News briefs written by Paroma Basu
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It’s easy to see that Yusuke Nakamura is one of the most powerful men in
Japanese science. The University of Tokyo’s Human Genome Center, of
which Nakamura is director, is sleek and modern, in complete contrast to
a dilapidated research building next door. Each floor of the center’s new
building is shared by two researchers, but Nakamura occupies two floors.

Including his laboratory at the RIKEN SNP Research Center in
Yokohama, Nakamura leads 130 students, postdocs and technicians. As
his compact frame weaves through the labs, men in suits and women in
lab coats spring to their feet and bow. There is gleaming steel every-
where, and every lab has fingerprint scanners for security. Not even the
director of the university’s prestigious Institute of Medical Sciences
(IMS) has access.

Much of the equipment is part of Japan’s Biobank project, which aims
to collect serum and DNA samples from 300,000 Japanese. The five-year
project was controversial, in part because of privacy and discrimination
issues, but brought $180 million to Nakamura’s already brimming coffers.

Nakamura also heads Japan’s piece of the International HapMap
Project, which is documenting single nucleotide polymorphisms (SNPs),
and he is responsible for 25% of the world’s data. His team has thus far
contributed more SNPs to the project than any other.

“He’s a very strong leader. Without him, Japanese genomic research
will not perform at the same speed,”says Ryosuke Takahashi, a researcher
at the RIKEN Brain Science Institute in Wako.“In my opinion, he’s doing
great things for Japanese science.”

Many people expected Nakamura to succeed Ken-ichi Arai as director
of the IMS last year. But Nakamura says he is too busy with research.“I’m
not interested in that kind of thing,” he says. “In Japan, if you say ‘yes’ or
‘no’ clearly, you would make enemies. To not make enemies is important
to be a good administrator—I’m not that kind of person.”

Although Nakamura’s name is now inextricably linked with genomics,
he first became famous for his work on DNA markers and for isolating
various disease-related genes. He says his primary motivation even now is
to translate the results of genomics to the clinic, particularly for cancer.

Nakamura began his career as an abdominal surgeon. Frustrated by
the limited options to treat cancer—he lost his mother to colon cancer—
he became a postdoc at the University of Utah.After publishing a series of
articles on DNA markers in the late 1980s, he returned to Japan—mostly,
he says, for the sake of his children’s education.

At the time, the Japanese government had little interest in genomics,
but in response to international competition, in 2000, it launched the
Millennium Genome Project (MGP). “If that hadn’t happened, I might
have left Japan already,” Nakamura says.

In Japan, it is impossible to mention Nakamura without sparking con-
versation about his grants. With funding for the Biobank, the MGP and
his slice of Japan’s massive cancer project, he has averaged about $50 mil-
lion per year. One year, he topped $120 million. In a country where the
average researcher is lucky to net ¥5 million (about $45,000) per year, the
money has understandably created some friction—something Nakamura
is intensely aware of.“There’s lots of jealousy and envy,”he says.

Most of the money from the projects has gone toward infrastructure
and salaries, Nakamura says. He adds that people often mistakenly accuse

him of funneling SNP money into his new company, OncoTherapy.
“People [are] mixing up everything,”he says.

Experts such as Francis Collins, director of the US National Human
Genome Research Institute, say genomics projects don’t come cheap. But
many Japanese scientists criticize the research without realizing its
importance, Nakamura says. “Superficially they’re quite friendly, but
under the desk, they kick my leg,” he says. “If I ask which parties [are]
skeptical, I get no answer. I prefer the open discussion, even quite aggres-
sive—that is quite important to science.”

Collins and others in the US say they appreciate Nakamura’s forthright
approach. In Japan, however, Nakamura is notorious for being outspoken
and for challenging authority—both rare qualities among the Japanese.

“[Nakamura] was sort of Japanese in America, but he is much more
American in Japan,” says David Cox, chief scientific officer of Perlegen
Sciences.“I’m not saying he’s not Japanese, he’s very Japanese. But he does
business like an American,” says Cox, who has known Nakamura for
nearly 20 years. Nakamura admits to much the same thing. “Genetically
I’m Japanese, but my thinking is American,” he says.

That philosophy has not won him many friends in Japan. Some
Japanese scientists describe him as a “bulldozer” and a “big boss.”

“[Nakamura] is not a president, he’s an emperor,” says Yoshiyuki
Sakaki, director of the RIKEN Genomic Sciences Center.“He asks every-
body to obey his orders, it’s true.”

Nakamura just has high expectations for himself and for others, says
Cox.“There are a lot of people like that who don’t have friends or loyal sup-
porters,” Cox notes. But after a recent visit to Nakamura’s lab, he says, he
was struck by the lab members’ loyalty to Nakamura and his work.“They
do that not because Yusuke beats them with a wet noodle but because they
care as much as he does,” Cox says. “He’s not a jerk. He just doesn’t have
time not to get it done—yesterday.”

Sakaki says Nakamura has had to face tough questions, but that is
inevitable when sizable grants are involved. “He is using big money. It’s
not clear how big the outcome will be,”Sakaki says. Because common dis-
eases are complex, he adds,“I’m not sure such a large amount of popula-
tion genetics can extract genes related to diseases.”

Nakamura says he fears that funds for his projects will not be renewed
next year. Even if funding is reduced, he says, it will be difficult to stay
competitive with international teams, but would free him to go back to
the US.“I still have some hope of playing in the major leagues.”

Nakamura’s comment is telling of the impossible standards he sets for
himself, says Cox. “Here’s a guy who has arguably the most impressive
genotyping operation in the world … and he feels he’s not playing in the
big leagues,”Cox says.“Which planet does this guy want to go to? This guy
is the big leagues.”

Apoorva Mandavilli, Tokyo

Yusuke Nakamura
Yusuke Nakamura might not win any popularity contests in his
homeland, but friends and rivals agree that his unique blend of
scientific skill and financial savvy makes him the most influential
force in Japanese research.

In Japan, if you say ‘yes’
or ‘no’ clearly, you would
make enemies. To not
make enemies is
important to be a good
administrator—I’m not
that kind of person.
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