
variations on steroid manipulation. “It’s sort
of the ‘same-old, same-old’ approach,” says
John Eppig, a senior staff scientist at The
Jackson Laboratory in Bar Harbor, Maine. “I
think [the companies] want to change that.”

In some laboratories, recent advances in
mass spectrometry, two-dimensional gel pro-
teomics and other techniques are helping scien-
tists zero in on molecules responsible for sperm
and egg development, fertilization and implan-
tation of fertilized eggs in the uterine lining.

“Like the rest of biomedical science, the
field of reproductive science is really in its
golden age,” Eppig says. “I’m 60-something—
and I’ve never been more excited about the
research going on in my lab and elsewhere.”

Eppig’s team is trying to decipher how eggs
talk to the nonreproductive cells surrounding
them. “We believe this two-way communica-
tion will ultimately yield interesting contra-
ceptive targets,” Eppig says. Using microarrays
and techniques such as subtractive hybridiza-
tion and a signal-sequence trap to detect
secreted proteins, the team has already found a
few egg-specific signals. “We’re using just
about everything we can think of,” says Eppig.
“We’re throwing the kitchen sink at it.”

Eppig also heads a mutagenesis program
where researchers are screening hundreds of
mouse families for infertility mutations.“This,
I believe, is the most interesting approach to
contraception you could have,” he says.

Some researchers are using DNA microar-
rays to identify genes selectively expressed in
the testis or oocytes. The sperm or egg ‘tran-
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Contraceptive research pregnant with anticipation
In 1964, a woman had three choices for con-
traception: she could take a hormone-based
pill, insert a barrier device or convince her
partner to wear a condom. A woman in 2004
has the same choices—and they leave much to
be desired: pills affect the whole body, barrier
devices can fail and condoms are not an
option for many women, particularly in the
developing world.

The dearth of choices is not for lack of
demand. Between 1995 and 2000, there were
300 million unplanned pregnancies world-
wide, according to the Global Health Council.
The demand will only increase: within the
next decade, an unprecedented 600 million
women are expected to enter reproductive age.

“If you look at where contraception is now,
it’s really not much further along than in the
1960s, when the first hormone pills came out,”
says Gregory S. Kopf, assistant vice president
of Wyeth’s Women’s Health Research Institute.
In male contraceptives, there has not been a
breakthrough since the condom, which was
first seen in ancient Egypt, Kopf notes.
“There’s not a whole lot out there.”

That could soon change. In January, a US
Institute of Medicine (IOM) panel called for
scientists to use the powerful tools of
genomics and proteomics to create compre-
hensive lists of the genes, proteins, fats and
sugars expressed in sperm and eggs. The goal,
the panel said, is to sift through those that are
uniquely expressed in those tissues and create
a new generation of contraceptives.

Because of the many obstacles—economic,
regulatory, political and legal—to contracep-
tive research, only a handful of companies,
including Wyeth, are still invested in the field.

Germany-based Schering, along with
Organon, recently began clinical trials on a
male contraceptive combining testosterone
and progestin, which temporarily turns off the
brain signals that stimulate sperm production.
The US Food and Drug Administration (FDA)
recently approved Seasonale, a new birth con-
trol pill that suppresses periods for months at
a time. Australian researchers are beginning
trials on a spray that transfers Nestorone, a
synthetic progestin, across the skin.

Still, most new products continue to be

scriptome’ can be a powerful tool, says John
Herr of the University of Virginia. But because
there is more diversity at the protein level, pro-
teomics is a more useful approach, Herr says.

Herr and his colleagues have created
‘sperm-check’—the male equivalent of the
ovulation kit—to detect and quantify sperm.
The device, which can be used to check sperm
levels in the weeks after a vasectomy or as a
companion to male contraceptives, will be
submitted for FDA approval in a few months.
Herr has also identified sperm-specific mem-
brane proteins required for sperm-egg fusion.
A recombinant sperm vaccine created from
five such proteins is being tested in monkeys.

David Garbers’ team at the University of
Texas Southwestern Medical Center at Dallas
is also interested in proteins on the sperm’s
outer surface, as those proteins are more likely
to be involved in important signaling cas-
cades. The researchers have already found sev-
eral candidates, including an unusual
voltage-gated calcium channel crucial for
sperm hyperactivation.

As scientists come up with possible new
contraceptives, “one has to be thinking almost
simultaneously about the method of delivery
and the likelihood of acceptance in the target
community,” says Jerome Strauss III, director
of the Center for Research on Reproduction
and Women’s Health at the University of
Pennsylvania. People don’t like to take pills
every day, notes Strauss, who chaired the IOM
panel. But, for instance, a ‘smart material’ that
is liquid at room temperature and forms a gel
inside the body could reversibly block fallop-
ian tubes, he says.

To promote interdisciplinary research on
such smart materials and maintain a dialogue
between basic biologists, product developers,
behavioral scientists and funding agencies, the
panel recommended the creation of an inter-
national alliance for contraceptive research,
which would monitor progress in the field.

“We’ve made more progress in the last two
years than we’d made in all the decades
before,” says Garbers, who also served on the
panel. “I think it’s going to explode around us
in the next 5 or 10 years.”

Apoorva Mandavilli, New York



In New York City, where space for people is at a
premium, finding room for mice is no small
task. Faced with cramped quarters for their
research animals, six local research institutes—
including Columbia University and Rockefeller
University—are forming a new consortium to
create a bigger and better new mouse house.

The institutes hope the new arrangement will
help them attract and retain the best
researchers. “Every field in biomedical research
is highly dependent on the use of transgenic and
knockout mice,” says Dennis Kohn, director of
Columbia University’s Institute of Comparative
Medicine. A researcher might begin with 50
cages of mice—three to a cage—but within a
few years, it is not unusual to need 200 to 300
cages. The consortium plans to build new space
for 25,000 to 30,000 additional mouse cages.

“We estimate a projected need of about

500,000 mice for all six institutions com-
bined by the year 2009,” says Maria Mitchell,
president of the Academic Medicine
Development Company, which is leading the
consortium’s effort.

The new residence will be strictly
a breeding facility, and mice will
be sent to the institutions for
research, says Chris Cosgrove, a
vivarium planning specialist
with CUH2A, a New
Jersey–based company
that will help plan the
house. The site is likely to be
outside Manhattan, but will have good access to
public transportation, Cosgrove says.

Work on the new house will begin this
year and is expected to be complete by 2006
at the latest. All told, the living space will cost

about $233 per mouse, and total costs could
reach $15 million.

A mouse house requires more complicated
mechanical systems than might be expected,
says Cosgrove. “Unlike offices or other labs,

housing for mice uses only single-pass
air to minimize cross-contamination
and maintain a clean environment,”
he says. “You and I go home at
night—the mice don’t.”

In addition to an air system that
provides 100% fresh air, HEPA filtering

and tight temperature and humidity control,
the building must have backup and emergency
power and space for additional maintenance.
Such mechanical needs can occupy nearly half
of a building compared with a traditional office,
which needs only 10–20% additional space.

Vicki Brower, New York

New York consortium to build cooperative mouse house
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Race for pandemic flu vaccine rife with hurdles
Animal studies are under way, human trial pro-
tocols are taking shape and drug makers are on
alert. All the international health community
needs now is a human vaccine for the bird flu
pandemic sweeping a cluster of Asian countries.

The race for a vaccine began after the first
human case emerged in Hong Kong in 1997.
This year, a strain of the H5N1 avian flu virus
has already claimed 19 lives as of 12 February.

Backed by the World Health Organization
(WHO), three research teams in the US and UK
are trying to create a seed virus for a new vac-
cine. Their task is formidable, but researchers
remain optimistic. “There are obstacles, but
most of the obstacles have been treated sensi-
bly,” says Richard Webby, a virologist at St. Jude
Children’s Research Hospital in Memphis,
Tennessee.

The biggest challenge is likely to be the rap-
idly mutating virus. Candidate vaccines pro-
duced last year against the H5N1 virus are
ineffective against this year’s strain. Scientists
will have to constantly monitor the changes and
try to tailor the vaccine as the virus mutates,
says Linda Lambert, cold and flu program offi-
cer for the US National Institute of Allergy and
Infectious Diseases.

“You could go down the path of gearing up
and testing a vaccine, and six months later find
out we’re dealing with a different one,”Lambert
says. “We all agree that we can’t wait to see
which one comes next.”

The urgency stems from fears that H5N1 will
combine with a human flu virus, creating a
pathogen that could be transmitted from per-

son to person. But if people have no immunity
to the virus, the strain may not mutate as rapidly
in people as it does in birds, says Webby. “My
personal feeling is that we are not going to see
antigenic drift in the first season or so,” he says.
“There won’t be the same pressure on the virus
to change that there is on the ordinary flu.”

To quickly generate the vaccine, researchers
are using reverse genetics, which allows them to
skip the long process of searching through reas-
sorted viruses for the correct genetic combina-
tion. Instead, scientists clone sequences for
hemagglutinin and neuraminidase, the two key
proteins in the virus. The sequences are then
combined with human influenza genes to cre-
ate a customized reference strain.

Because products developed with reverse
genetics have never been tested in humans, the

candidate vaccines will first have to clear regu-
latory review. In anticipation, the US Food and
Drug Administration (FDA) and the European
Agency for the Evaluation of Medicinal
Products (EMEA) are both preparing pan-
demic response plans. The EMEA has pro-
duced a fast-track licensing program, an
industry task force and detailed guidance for
potential applicants.

In Europe, a reassortant influenza virus—
but not the inactivated vaccine—produced by
reverse genetics would be considered a geneti-
cally modified organism, and manufacturers
would need approval from their national or
local safety authorities, says John Wood of the
UK National Institute for Biological Standards
and Control. The WHO has prepared a prelim-
inary biosafety risk assessment of pilot-lot vac-
cine, which could help speed up the review.

In September 2003, FDA staff met with rep-
resentatives of the WHO and the US National
Institutes of Health (NIH) to evaluate vaccine
candidates, establish dose ranges, and identify
study populations and clinical endpoints such
as immunological assays.

The NIH has also put its virus clinical trial
network on alert.A preliminary version of their
protocol calls for several hundred subjects,
beginning with a group of young adults and
gradually expanding to include those most sus-
ceptible to the flu—children and the elderly.“If
we had product,” says Lambert,“it would prob-
ably be a couple of months at the earliest before
we have early data in healthy adults.”

Tinker Ready, Boston

Fast and flu-rious: A human vaccine for avian flu
could be ready in a few months.
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Research organizations are condemning
Cambridge University’s decision to shelve
plans for a multimillion-dollar primate center.

The center was designed to bring together
neuroscientists from Cambridge and lure
researchers from elsewhere. But the project
was dogged by controversy from the start.
A public inquiry in late 2002 recommended
against building the center because it was not
of “national importance,”but deputy Prime
Minister John Prescott last November granted
the university permission to proceed.

The South Cambridgeshire district council
twice turned down permission to build the site
on grounds that protests by animal-rights
campaigners would disrupt traffic and become
a nuisance to local residents. The proposed site
was close to Huntingdon Life Sciences, a
research company that tests pharmaceutical

India, Japan launch HIV vaccines to match local strains
When the first HIV-positive case surfaced in the
southern Indian city of Madras—now called
Chennai—18 years ago, the Indian Council of
Medical Research (ICMR) declared that the
virus had been introduced by visitors from the
decadent West. The agency advised the govern-
ment that screening foreign tourists was all that
was required to curb the virus’ spread. Now,
with nearly 5 million HIV cases, India is set to
test a vaccine tailored to its citizens.

The search for an HIV vaccine has been fruit-
less thus far (see Commentary, page 221), and
nearly 30 candidates are still in phase 1 clinical
trials. The only candidate to reach phase 3,
VaxGen’s AIDSVAX, failed in both the US (Nat.
Med. 9, 376; 2003) and Thailand, but a third
controversial trial will soon begin in Thailand.

Creating a vaccine for HIV is challenging in
part because different strains are prevalent in
different parts of the world. Countries such as
India and Japan are now trying to match vac-
cines to the local strain to maximize the chances
of success.“It’s become clear in the last three to
four years that we must tailor the antigen to the
population,” says Max Essex, chairman of the
Harvard AIDS Institute.

India had refused to test any vaccine unless it
targeted subtype C, which is prevalent in the
country. Most vaccines are based on subtype B,
predominant in the US and Europe. India’s cur-
rent candidate is a live attenuated vaccine that
carries six HIV-1 subtype-C genes.

“Our vaccine has a better chance of success
than AIDSVAX because it is tailor-made for
Indians and more immunogenic,” says Lalit

Kant, a deputy director-general at the ICMR.
“Even if it is only 50% efficient, it would help in
curbing the spread of the virus.”

Because the recombinant virus expresses
multiple viral proteins, adds Sekhar
Chakrabarti, a researcher at the ICMR, it has a
better chance than AIDSVAX, which carried a
single surface protein, gp120.

Others are not as optimistic, saying there is
little reason to believe the current candidates
will succeed.“I think it would be very surprising
if this vaccine will generate broadly cross-reac-
tive neutralizing antibodies against HIV,” says
Michael Lederman of the AIDS Clinical Trials
Unit at the University Hospitals of Cleveland.

Meanwhile, in Japan, where the number of
new infections is rising sharply each year,

Aikichi Iwamoto and his colleagues at
University of Tokyo  are testing a subtype-B vac-
cine tailored for Japanese patients. The vaccine
targets HLA-A24, the human leukocyte antigen
present in 70% of the Japanese population.

Iwamoto’s team created a cocktail of peptides
that specifically bind to A24, using wild-type
peptides and mutated versions from Japanese
patients. Preliminary results are expected later
this year.

The Japanese vaccine highlights the enor-
mous difficulty in designing affordable delivery
methods. The researchers culture each patient’s
cells with the peptides and inject them back into
the patient. Because the vaccine is tailored so
precisely to both patient and viral strain, it’s an
unlikely candidate for wider-scale application.

Targeting specific viral strains may be sensi-
ble, but what’s ultimately needed is a vaccine
that provides more general immunity, say some
experts. Even in places like India where one sub-
type is dominant, other subtypes are present,
and the HIV virus is constantly mutating and
hybridizing. Hybrids are appearing in places
such as Thailand and Uganda, notes Wayne
Koff, senior vice president for research and
development at the International AIDS Vaccine
Initiative. “There’s a virus problem because
reverse transcriptase is so prone to errors and
selection pressure,”says Koff.“And then there’s a
people problem—people move around.”

The solution may be to create cocktails of
different vaccines or to focus on common
ancestral sequences among strains. The failure
of the AIDSVAX trials demonstrates that a sub-
type-specific approach may not be enough, says
Bette Korber, a researcher at the Los Alamos
National Laboratory. “We are going to have to
be cleverer than that,” she says.
I-han Chou, Tokyo; K.S. Jayaraman, New Delhi

Scientists are preparing to test a vaccine against HIV subtype C, the strain most prevalent in India.

products on animals, and that has repeatedly
been targeted by animal-rights activists.

On 27 January, the university announced
that spiraling costs had forced it to shelve the
project. Even though the university had
secured a projected US$44 million cost from
public and private sources, several factors
including extra security expenses had
contributed to a rise in costs of $14 million.

“This is a serious blow for British medical
research,”says Mark Matfield, director of the
UK Research Defence Society.“These delays
and security concerns were caused by
orchestrated threats and intimidation,”
Matfield says. In a statement, the Association
of the British Pharmaceutical Industry called
for legislation “so that action can be taken
against the [animal-rights] terrorists.”

Xavier Bosch, Barcelona

Cambridge slammed for axed primate center
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Advances in insect molecular
biology have allowed the cre-
ation of genetically modi-
fied (GM) insects for
infectious disease con-
trol to step out of the
realm of science fiction.
But experts say the tech-
nology must clear unique
scientific and political chal-
lenges before it can become a real
solution.

“We have to do a lot more field biology. We
need a touchstone of a real-life setting,” says
Kate Aultman, a program officer for
Parasitology and International Programs at the
US National Institute of Allergy and Infectious
Diseases.“The science doesn’t support the argu-
ment for release at this time,”Aultman says.

GM technology offers tremendous poten-
tial to combat diseases such as malaria, dengue
and trypanosomiasis. Since the mid-1970s,
when the first signs of resistance to malaria
drugs and insecticides appeared, scientists
have scrambled to come up with new, more
powerful drugs—with limited success.“We are
clearly losing the battle with chemicals,” says
Janet Hemingway, director of the Liverpool
School of Tropical Medicine in the UK.
Malaria each year causes more than 1 million
deaths, most of them young children.

Since scientists first created a mosquito that
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Cancer experts are up in arms over two recent
studies linking deodorant use to breast cancer,
saying conclusions from the studies are flawed.

An e-mail hoax in the 1990s suggested that
chemicals in antiperspirants can cause breast
cancer, and quickly became a powerful urban
legend. In 2002, a study of 1,600 women found
that deodorant use—with or without shav-
ing—is not associated with breast cancer. But
deodorants continue to be linked to breast can-
cer at least in part because environmental fac-
tors contribute to risk, says Patrick Borgen,
chief of breast cancer surgery at New York’s
Memorial Sloan Kettering Cancer Center.

Based on data from 437 breast cancer sur-
vivors, lead researcher Kris McGrath in
December reported that women who used
deodorant at least twice a week and shaved
more than three times a week were diagnosed
with breast cancer nearly 15 years earlier than
those who did not shave or use antiperspirants
(Eur. J. Cancer Prev. 12, 479–485; 2003).

One possible explanation is that aluminum
salts in deodorants can enter shaven skin and
alter DNA, says McGrath, section chief of
Allergy and Immunology at St. Joseph
Hospital in Chicago. Animal studies
show that aluminum can travel through
the body and appear in the brain and in
breast milk, he adds.

Data from animals can help build a
hypothesis, but cannot be used as proof
unless they are also observed in
humans, notes Wendy Chen, an
oncologist and epidemiologist at
Harvard Medical School. The study
has other limitations, such as a small
sample size and a lack of proper con-
trols, Chen says. By not including women who
never had breast cancer, she adds, all the study
shows is that women who use a lot of deodor-
ant happen to be younger.

“This study seems particularly weak,” says
Michael Thun, head of epidemiological

Studies linking breast cancer to deodorants smell rotten, experts say
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research at the American Cancer Society. “The
analysis doesn’t control for [body mass index],

use of postmenopausal hormones and the
age of first live birth, just for starters.”

The second study, published in
January, reported that preservatives
called parabens, known to mimic estro-
gen, were also found in breast tumors
(J. Appl. Toxicol. 24, 5–13; 2004). But
animal studies suggest parabens would
have to be about 500 to 10,000 times

more potent to equal oral estrogen.
The mere presence of parabens

in tumors does not mean anything,
says Borgen. Because breast tumors

are highly vascular, he says, they are
likely to have traces of everything in the blood-
stream. “If I put blue dye into a vein in a foot
and took a breast tumor out, it would be blue,”
Borgen says. “No one would think blue dye
caused the cancer.”

Aparna Surendran, New York

Biologists try to work out bugs in GM insect technology
could not transmit malaria in a

rodent model (Nature 417,
452–455; 2002), they have used

various strategies to engineer
mosquitoes that attack the
malarial parasite or prevent
it from completing its life

cycle.
But most projects use ani-

mal models of malaria and mos-
quitoes other than the natural vector

Anopheles gambiae. “What we need now is a
consolidation of all these models into legiti-
mate human pathogen systems,” says Anthony
James, a GM mosquito researcher at the
University of California in Irvine.

Work modifying kissing bugs to fight
Chagas disease is further along. The insect’s
symbiotic bacteria are transformed with either
the gene for cecropin—a small peptide with
antiparasitic activity—or genes encoding anti-
bodies that can prevent the parasite from colo-
nizing the bug’s gut.

“The idea is that you would put out the
[GM] bacteria in a bait after spraying a house
with insecticide,” says Ben Beard, a consultant
on the project at the US Centers for Disease
Control and Prevention (CDC) office in Fort
Collins, Colorado. “Any eggs that hatch would
pick up the bait and spread the symbiont to
other generations as well.”

Secure greenhouse trials for the project use

a mock house to test for the least number of
bacteria needed to colonize 100% of the kiss-
ing bugs. The decade-long project is a collabo-
ration between the CDC, Yale University and
Universidad del Valle in Guatemala City. The
involvement of Guatemalan scientists has also
helped tackle political hurdles.

Releasing GM insects is fraught with dicey
issues: once the insects are released, there is no
way to control or recall them; if the strategy
only works in the short term, it might exacer-
bate the situation by lowering people’s natural
immunity to the disease; and mosquitoes
engineered for one disease might still transmit
others. Scientists also need to first understand
gene flow through natural vector populations,
and improve the fitness of GM insects to com-
pete in the wild (PNAS 101, 891–896; 2004).

Ideally, says James, a design team would
include ecologists, public health officials and
epidemiologists, and would incorporate input
from local scientists and the public.

It is not yet clear which agencies would reg-
ulate the release of GM insects, either. A recent
report by the Pew Initiative on Food and
Biotechnology notes that the authority to reg-
ulate GM insects and the expertise in areas of
public health often rest with different agen-
cies. The report urges scientists and regulators
to begin discussions while a trial release is still
5 to 10 years away.

Kendall Powell, Denver
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News about malaria rarely garners much inter-
est outside the developing world. But in recent
weeks, the World Health Organization (WHO)
has had to publicly defend itself against scathing
critique from international scholars, who claim
the organization’s malaria treatment policies in
Africa are tantamount to “medical malpractice.”

The WHO recommends that countries use
artemisinin-based combination therapy
(ACT)—derived from sweet wormwood—the
gold-standard treatment for malaria. ACT is 10
times as expensive as the widely used chloro-
quine, but in most countries, resistance to
chloroquine has rendered it virtually ineffective.

Led by UK expert Amir Attaran, the scholars
charge that the WHO and the Global Fund to
Fight AIDS, Tuberculosis and Malaria are fund-
ing Ethiopia, Kenya and other nations to treat
millions with the conventional drugs, rather
than with ACT. Although figures for child mor-
tality in some regions have risen by as much as
11-fold, the scholars say, the organizations are
providing insufficient training and assistance to
those nations (Lancet 363, 237–240; 2004).
Their criticisms echo earlier complaints from
the group Medecins Sans Frontières.

The critique has put the WHO, which has
recently spearheaded proactive initiatives to
combat AIDS and other threats (Nat. Med. 10,

112; 2004), under international scrutiny.
“I don’t think they’re guilty of medical mal-

practice, but I do think they’re guilty of incom-
petence,”says Roger Bate, a visiting fellow at the
American Enterprise Institute and director of
the advocacy group Africa Fighting Malaria.
“They’re concentrating on AIDS because it’s
not something you can duck, but they’re drop-
ping the ball on other important issues.”

Allan Schapira, coordinator of strategy and
policy for the WHO’s Roll Back Malaria, says the
charges are “completely unfair.” He notes that as
countries’grants are evaluated over the five-year
cycle, they will have to prove that they are
switching to ACT. The WHO is also developing
schemes to increase countries’ access to ACT
and improve their drug procurement strategies.

Still, Schapira admits that resistance to adopt-
ing the new treatment remains—even among
some WHO ground-level representatives. In
some cases, he adds, health ministers acknowl-
edge the need but remain hesitant, in part due to
skepticism about international funding.

“We need to acknowledge that we should
have been much more insistent and firm in this
message than we have been,” Schapira says.“We
have to say the same things we have said until
now—but in a stronger voice.”

Bruce Diamond, Fort Lauderdale
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WHO defends malaria policies in Africa

Tainted transfusion leaves Japan scrambling for safer blood tests
Even as the list of emerging pathogens contin-
ues to grow, governments are struggling to keep
their blood supplies clear of the most pressing
known threats. The latest scare comes from
Japan, where health officials in December
announced that a patient had become infected
with HIV after receiving a blood transfusion.

“We were shocked,” says Kazunari Tanaka, a
spokesman for the Japanese health ministry’s
Blood and Blood Products Division. “We want
to take blood safety to a higher level.”

Although the donor’s blood had tested nega-
tive for HIV in May 2003, the case was discov-
ered when a more sensitive test in November
revealed his blood is HIV-positive. In
December, the recipient tested positive for an
HIV strain identical to that found in the donor.

The current case is the first since a new, more
sensitive, system—the nucleic acid test
(NAT)—was put in place in 1999 as a second
line of detection. Because the NAT amplifies
viral DNA, it can detect small amounts of virus.
Of the 315 samples that have tested positive for
HIV since 2000, the NAT detected the virus in 8
samples that had cleared other tests. Although
several other nations, including the US and
many European countries, use the NAT to
screen for HIV, Japan is the only country to use
it to screen samples for both hepatitis B and C.

Despite the NAT’s promise, a Japanese health
ministry investigation reported last summer
that blood tainted with HIV and other viruses
might have slipped through the system. Soon
after, Japan approved its first law regulating
blood supply. In December, the ministry said
that hepatitis C–infected blood drawn in 2000
had been given to at least one patient.

There is some question over whether such
cases are underreported, but the recent case of
HIV and one possible case of hepatitis C are the
only ones in some 8 million transfusions over
the last four years, maintains Tanaka. By com-
parison, the risk for HIV transmission through
transfusion is 1 in 3 million in the US, and one
in several thousand in China and Thailand.

Japan uses the NAT on a pool of 50 samples of
donor blood; the US screens pools of 16 sam-
ples. If a batch tests positive, samples are tested
individually, but the more samples pooled
together, the less likely tests are to detect viruses.

Testing individual samples is ideal,“but both
cost and logistics are problems for single-unit
testing,” says Harvey Klein, head of the
Department of Transfusion Medicine at the US
National Institutes of Health. Technologies
being developed at the American Red Cross
might solve these problems, he adds.

The Japanese Red Cross, which now manages

Japan’s blood supply, insists that diluting sam-
ples by pooling only 20 samples would still not
have picked up the virus—but it has not done
those tests. Under orders from the health min-

istry, however, the organization plans to begin
using 20-sample pools within six months.

The fact that every virus requires a different
test makes comprehensive testing a costly
proposition. Each new pathogen, such as the
West Nile virus, adds to the burden, says
Tanaka. The ideal solution, he says, would be to
kill or maim pathogens in one fell swoop.

One promising alternative is adding chemi-
cals such as amotosalen, which damages bacter-
ial and viral DNA without harming red blood
cells, platelets and plasma. The treatment,
known as pathogen inactivation, would also be
effective against emerging pathogens, but
adding chemicals to blood could have unantici-
pated long-term effects. The method is already
in use for platelets in Norway, but no adverse
reactions have yet been seen.

Japan is especially anxious to find a compre-
hensive solution to the problem, as it is the only
developed nation with a rising HIV infection
rate (see page 215). Between 1987 and 2003, the
proportion of donor samples testing positive
for the virus shot up from 0.13% to 1.55%.

David Cyranoski, Tokyo

Japan’s blood tests missed HIV in at least one case.
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US budget for 2005 boosts
biodefense, food security

Biodefense, food security and biosurveillance
will receive significant increases in funding
under the proposed US budget for 2005.

The US Department of Health and Human
Services, which oversees the National
Institutes of Health (NIH), the Centers for
Disease Control and Prevention (CDC), the
Food and Drug Administration (FDA) and
other agencies, would receive $571.6 billion, a
6% increase over the 2004 budget.

The NIH would get about $28.8 billion,
including approximately $1.7 billion for
biodefense research. The NIH would also
fund 258 new grants, but would limit the
amount of each grant.

The budget would provide approximately
$6.9 billion to the CDC. Some money would
fund the CDC’s role in a new interagency bio-
surveillance program for natural outbreaks
and bioterrorist attacks.

The FDA would receive around $1.8 bil-
lion. Funds would be available for food safety
and for safeguards against bovine spongiform
encephalopathy, adopted after the discovery
of an infected cow (Nat. Med. 10, 113; 2004)
in Washington State in December. —AS

European nations launch stem cell project
Researchers from eight European
nations in February launched a joint
project that will combine research on
human adult stem cells and mouse
embryonic, fetal and adult stem cells.
The project is geared to promote a
European stem cell industry that can
compete with those in the US and in
Japan.

The European Union will provide
$15 million to the four-year
EuroStemCell project, to be
coordinated by Edinburgh University’s
Institute for Stem Cell Research. The
project will include researchers from 14 universities, research institutes and
biotechnology companies. Researchers plan to develop cell lines derived from stem cells
of embryonic, neural, mesodermal and epithelial origin that could have therapeutic
potential.

Meanwhile, in Japan, scientists at Kyoto University said in January that they had
produced the country’s first human embryonic stem cells. The institute, which is publicly
funded, has produced three cell lines and is waiting for government approval to distribute
the cells.

In California, a group of patient advocates and leading scientists are collecting
signatures for a proposition in the November election ballot that, if passed, would provide
$3 billion over 10 years for human embryonic stem cell research. —AS
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UK tissue bill vague and
confusing, scientists charge
UK scientists are protesting the proposed
Human Tissue Bill, which makes the removal
and storage of organs and tissue samples
illegal unless written consent is obtained from
the patient or a relative.

The bill, which will become law this month,
allows for some exceptions. But researchers
say the bill’s language—including the section
on sampling tissues from living patients—is
confusing. In a statement, Mark Walport,
director of UK’s Wellcome Trust, said the bill
does not have a “definition of consent and it is
vague about the analysis of fresh DNA
samples, criminal liability and licensing.”The
bill was drafted after an investigation found a
Liverpool hospital had retained children’s
organs for research without permission.

Meanwhile, the US Food and Drug
Administration in January implemented rules
for companies working with reproductive
tissue and human cellular products, including
stem cells derived from various blood sources.
The policy mandates that tissue banks register
with the agency and list their products. —AS

Nigeria’s skeptics stall
polio eradication plan

Prompted by fears that the polio vaccine can
cause infertility and AIDS, Nigerian
scientists, government officials and religious
leaders are traveling to India, South Africa
and Indonesia to assess the vaccine’s safety.

Despite those concerns, health
representatives from Nigeria and five other
polio-endemic countries in January
maintained that the disease could be
eradicated by the World Health Organization
(WHO)’s target of 2005 (Nat. Med. 9, 1225;
2003). Representatives from Afghanistan,
Egypt, India, Niger, Nigeria and Pakistan said
multiple door-to-door immunizations of 250
million children this year could send polio to
the ranks of smallpox, the only other disease
eliminated worldwide, by the year’s end.

Egypt and India—which, along with
Pakistan, account for more than 95% of the
disease cases—could be the first countries in
the group to wipe out polio, according to the
WHO. The biggest obstacle to the plan comes
from Nigeria, where polio is spreading after
three predominantly Muslim states in the
country’s northern region suspended
vaccinations in October 2003. The disease
has since spread to neighboring countries,
according to the WHO. —AS

Europe approves
infectious disease center

The European Parliament on 10 February
voted to establish a European Center for
Disease Prevention and Control in 2005.

The Parliament’s decision came earlier
than expected because of increasing con-
cerns that Europe needs a monitoring center
for contagious diseases, particularly in light
of fears about bioterrorism, severe acute res-
piratory syndrome and avian flu.

The European Commission endorsed the
proposal in July 2003 (Nat. Med. 9, 1098;
2003). Following the Parliament’s decision,
the proposal will be sent to the European
Council, which could approve the proposal
in the upcoming weeks. If approved, the cen-
ter, to be located in Sweden, will receive a
total budget of US$61 million for its first two
years, and will initially employ about 40 peo-
ple to coordinate disease surveillance among
European Union member states. —AS

Clarification: The ethical violations cited in
the news article “Halted trial renews ques-
tions about cancer vaccines” (Nat. Med. 10, 3;
2004) refer specifically to the Zürich center
where the trial was held, and not to the other
centers in the program.

News briefs written by Aparna Surendran.
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Otmar Wiestler isn’t a typical scientist—some might even say he’s a
drifter. Among his colleagues, he is not famous for any one area of
research. During his 20 years as a scientist, he has dabbled in such fields as
chemical carcinogenesis, tumor pathology, epilepsy and stem cells. For
many scientists, such a lack of focus can mean the difference between
greatness and mediocrity. Wiestler, however, has spun his many interests
into an asset. “He’s a genius at organizing science,” says Johannes
Schramm, head of the department of neurosurgery at the University of
Bonn Medical Center.

No one was surprised, except for Wiestler himself, when he got a phone
call last August from the president of the Helmholtz Association inviting
him to become the new director of one of its research centers—the pres-
tigious Deutsches Krebsforschungszentrum (DKFZ), Germany’s largest
cancer research center. Wiestler accepted the position almost immedi-
ately—highly unusual in Germany, where negotiations for higher salaries
and better benefits often go on for months. After 11 years as head of neu-
ropathology at the University of Bonn Medical Center, he now says, he
was simply “ready for the change.”

With an annual operating budget of €125 million, the DKFZ is one of
Germany’s largest basic research institutions. The institute’s research is
highly regarded within Europe, and one of its primary missions is to
transfer research insights to the clinic, says Peter Lange, chair of the
agency’s board of trustees. The board chose Wiestler because he had done
an incredible job at his former position, Lange says. “Wiestler was a
dynamic force,”Lange adds.“He pushed for new high-quality people and
restructured the entire department—he was our man.”

When Wiestler first arrived in Bonn, a fire a few years earlier had left
nothing there but a burned-out building and a flailing neuropathology
department. “Wiestler turned it into one of the leading neuropathology
institutes in Germany and one of the best in Europe,” says Paul Kleihues
at the University of Zürich.“And he did it all in 10 years.”

Wiestler had previously worked with Kleihues in Zürich for six years,
where Kleihues had developed a brain tumor reference center to which
pathologists could send biopsies. When Kleihues left Zürich to head the
International Agency for Research on Cancer in 1994, the center was
transferred to Bonn. Wiestler turned it into one of the most authoritative
tumor reference centers in the world, with 3,000 referred cases each year.

Among Wiestler’s other major accomplishments in Bonn was the
establishment of two large regional collaborative research programs—
one centered on the molecular basis of human brain disorders and the
other on temporal lobe epilepsy—with grants from the Deutsche
Forschungsgemeinschaft, the German research council. The projects are
ongoing but have already led to the first classification of genes involved in
childhood medulloblastomas, and to a new treatment for spinal muscu-
lar atrophy.“These grants are very competitive and the collaborations are
very difficult to establish,” Kleihues says. “The medical faculty at Bonn
was not very successful at getting these grants until Wiestler came along.”

Wiestler’s drive to build skyscrapers out of hardscrabble didn’t stop
there. Along with Oliver Brüstle, a colleague who heads the Institute for
Reconstructive Neurobiology in Bonn, Wiestler also established a new
institute called the Life and Brain Company. The center’s purpose is to
commercialize research that comes out of the Bonn campuses, says

Brüstle. “We want to steer the research towards applications from the
start,” he says.“This is a novel concept in Germany.” The building for the
new institute is scheduled to be complete by the end of the year.

Wiestler intends to continue working with Brüstle, but he is more
eager to dig into the task at hand. Over the next five years, more than 20 of
the DKFZ’s 60 department heads will retire, giving him a unique oppor-
tunity to reshape the agency’s research. “Clinically the entire cancer field
is quite frustrating. There’s a lot of excitement about research but we have
very little advances on the clinical side, especially in the neurology field,”
Wiestler says. “I would like to turn this center into a driving force for
developing novel diagnostic and therapeutic applications without
neglecting basic cancer research.”

Wiestler has never directly worked with patients, but his colleagues
constantly remind him of their plight. “I was accusing him all the time,”
says Schramm, who is a neurosurgeon.“I used to tell him,‘You are sitting
upstairs looking only at your genes but you never ask how long the
patients live’. I think now he understands that working with the practi-
tioners who handle patients every day is also an important way of treat-
ing cancer.”

One of Wiestler’s priorities at the new position is to jumpstart the
agency’s research on diagnostic microarrays, which can identify tumors
that will respond to existing treatments. He also wants to focus on thera-
pies that selectively induce apoptosis in cancer cells. Wiestler says he’s
thrilled that the institute already has a plan for Germany’s first
Comprehensive Cancer Center, which will take an interdisciplinary
approach to cancer treatment and research. Doctors from all cancer disci-
plines will evaluate each patient, and clinicians will work closely with
basic researchers all within the same facility. There’s a lot of overlap in
medicine, Wiestler says.“Great ideas come out of collaborations.”

Wiestler’s task is huge by anyone’s measure, but he is undaunted.“Life
is always a challenge,”he says. Others are equally optimistic about his per-
formance and say he is unlikely to sink into the administrative swamp
that often accompanies such positions. “Wiestler is very organized,” says
Brüstle.“I’ve seen him driving while dictating into a recorder.”

“He is also very disciplined,” adds Schramm. “In fact when he had a
beer, I would take out my calendar and write, ‘Otmar had a beer, some-
thing must be wrong’.”

Asked if he is worried about any aspect of his new job, Wiestler lets out
an emphatic “no.”He then pauses, rocks back in his chair, runs his fingers
through his hair and says intensely, “There’s only one real threat in life,
and that is a major disease that affects yourself or your family. It’s a disas-
ter—anything else is manageable.”

Gunjan Sinha, Heidelberg

Otmar Wiestler
Known for his drive and ability to drum up synergy, Otmar Wiestler is
the natural choice to lead Germany’s largest cancer research center.
But can this non-clinician transform translational cancer research?

“There’s only one real
threat in life, and that is
a major disease that
affects yourself or your
family. It’s a disaster—
anything else is
manageable.”
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