
N E W S

NATURE MEDICINE  VOLUME 11 | NUMBER 6 | JUNE 2005 581

Vitamin guru provokes wRath of scientists, activists
A South African advertising campaign that 
touts multivitamins as a superior remedy for 
HIV/AIDS has set off a storm of international 
attention, with the United Nations condemning 
the ads as “wrong and misleading.”

The campaign, led by physician and vitamin 
supplier Matthias Rath, says antiretroviral drugs 
are poisonous and extols the benefits of multivi-
tamins to treat AIDS. In its marketing literature, 
the Rath Foundation implies endorsement from 
several international bodies, including the World 
Health Organization, UNICEF and UNAIDS.

The agencies have since issued a joint 
statement denouncing his claims, while 
researchers at the Harvard School of Public 
Health have accused Rath of “deliberately 
misinterpreting” certain findings.

Rath’s full-page advertisements, some of 
which have run in The New York Times and The 

International Herald Tribune, highlight a Harvard 
study in Tanzania that shows multivitamin 
supplements slowing AIDS progression.

The Harvard researchers say multivitamins 
should not be considered an alternative to anti-

retroviral therapy but a complementary interven-
tion that is part of a comprehensive care package. 
“Antiretroviral therapy saves lives and its scale-up 
should be vigorously pursued in all countries,” 
they said in a statement. The Rath Foundation 
did not respond to queries on the matter.

Concerns over the ads, as well as claims that 
the foundation has been running unregistered 
medical practices in Cape Town, have already 
sparked an investigation by South Africa’s 
Medicines Control Council.

Meanwhile, a senior government minister 
has issued a colorfully worded statement telling 
Rath to get lost and comparing him to Hitler’s 
chief propagandist Joseph Goebbels. Minister 
Kader Asmal was responding to an April letter 
from Rath to all members of Parliament accusing 
the Treatment Action Campaign (TAC), a 
prominent local group that lobbies for the 
rollout of free antiretrovirals, of being funded 
by “the pharmaceutical drug cartel”.

The TAC is currently pursuing an interdict 
against Rath in the country’s High Court and 
says it is planning to sue for defamation. The 
trial has already been delayed by the entry of 
the Traditional Healers’ Organisation, which 
purports to represent the country’s estimated 
200,000 healers and is backing Rath in the case.

The organization accuses the TAC of 
promoting western drugs ahead of alternative 
remedies and acting as a front for pharmaceutical 
companies. However, TAC leader Zackie Achmat 
says he’s willing to promote medicines from any 
source, providing they are scientifically proven as 
safe and effective (Nat. Med. 11, 6; 2005).

No traditional remedies have thus far been 
approved in the country, and one herbal mixture 
touted as a possible cure failed to clear tests at the 
Medical University of South Africa.

The spate of activity has no doubt added to the 
general confusion blighting South Africa’s AIDS 
patients about how best to care for themselves. At 
a recent press conference, health minister Manto 
Tshabalala-Msimang reiterated her support for 
garlic, lemon and beetroot as important sources 
of nutrition and warned of the side effects of anti-
retrovirals. “Raw garlic and a skin of the lemon,” she
said, “not only do they give you a beautiful face and
skin, but they also protect you from disease.”

James Watson, London

Drug war: South African activists protest 
against German doctor Matthias Rath (inset). 

AIDS denialists back on the upswing
With his condemnation of antiretroviral therapy and the global “drug cartel,” maverick doctor 
Matthias Rath has brought the AIDS dissident movement back into the world spotlight.

Comprising a loose worldwide network of scientists, journalists and activists, the dissidents 
have long contended that HIV does not cause AIDS and, like Rath, that AIDS drugs are akin 
to poison. Some members also argue that the virus has never been properly isolated.

Since 2000, when they successfully swayed South African President Thabo Mbeki with 
their views, dissident groups have largely faded from the public eye. But the movement is 
“most definitely” growing, says Valender Turner, a physician at the University of Western 
Australia and a leading member of the dissident ‘Perth Group.’

Due to the movement’s informal nature, it is unclear exactly how big their global comm-
unity is. But on his website, botanist David Crowe, founder of the Alberta Reappraising AIDS 
Society, in May published the names of 2,192 people who question some or all aspects of 
the scientific consensus on AIDS. On the list are Nobel Laureate Kary Mullis, who developed 
the polymerase chain reaction method for amplifying DNA, and the University of California-
Berkeley’s Peter Duesberg, one of the first scientists to question HIV’s role in causing AIDS.

Urging HIV-positive people away from antiretroviral drugs, dissident groups may also have 
contributed indirectly to another emerging trend: lawsuits.

In late 2004, for instance, a single mother in California filed suit against a physician for 
treating her child with the AIDS drug AZT after the child was accidentally pricked with a 
dirty needle. The woman also reportedly brought a case against GlaxoSmithKline, the drug’s 
manufacturer, although the company would not confirm its involvement.

Crowe says he has recently spoken with several other people who are considering legal 
action over the prescription of AIDS medications. But most of the cases never get to court, he 
says, due to the dearth of available expert witnesses.

Meanwhile, mainstream AIDS researchers such as Cornell University’s John Moore are 
incensed over the dissidents’ claims. “I have nothing but contempt for these people,” says 
Moore. “They have perverted their training to become scientific sociopaths.”

Paroma Basu, Madison
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Reduced grants set off short fuses among US scientists
Infectious disease researchers are irate over 
a decision by the US National Institutes of 
Health to shorten the length of some existing 
grants by three to six months.

The US National Institutes of Allergy 
and Infectious Diseases (NIAID) recently 
announced a second round of what it calls 
“grant recycling.” Under the program, some 
four- and five-year grants for research on HIV/
AIDS, malaria and other infectious diseases will 
end earlier than expected.

The primary reason for the change, according 
to NIAID, is to stagger the agency’s grant-review 
workload through the year. But many researchers 
say the program is a thinly veiled budget cut.

The negative effects of the extended policy 
are clear, says Dennis Burton, an immunologist 
at The Scripps Research Institute in California 
who has NIAID grants for his work on neutral-
izing antibodies against HIV. “Less research can 
be done and planning is disturbed,” says Burton. 
“Renewals come around more quickly, increasing 

the time spent on paperwork rather than getting 
the job done.”

Shorter grants also mean that scientists are not 
funded for the length of time needed to complete 
the project, others note, which in turn affects 
their chances of renewing a grant.

Impact aside, scientists also say they are upset 
about the way the changes were handled. NIAID 
had introduced this scheme once before in 2001 
and promised then that it would not be repeated, 
they note. The changes are also being presented 
as a way to streamline review, when they are 
really designed to reduce costs.

John McGowan, NIAID’s director of extra-
mural activities says that, to his knowledge, the 
agency never made any absolute promises to 
researchers. “We probably did say we were going 
to embark on a four-year plan and this would go 
away after we got things back into balance,” he 
says. “But we didn’t get things in balance because 
of biodefense funding.”

In 2003, NIAID received an additional 

$1.5 million for biodefense research. Because 
that added new grants to the busy second half of 
the fiscal year, McGowan says, NIAID needed to 
further readjust the review schedule. “[The bio-
defense money] sort of blew that plan out of the 
water and we had to start over again,” he says.

Of 717 new grants awarded thus far for the 
2005 fiscal year ending September 30, 105 have 
been cut. By the end of the fiscal year, 318 out of 
1,435 are likely to be affected, McGowan says.

Some scientists say they might respond by 
padding their budget requests in anticipation of 
unexpected reductions. Others took the plan in 
stride. Harvard University researcher Joseph G. 
Sodroski saw his grant reduced in the last round 
and had to spend more time writing proposals. 
“Despite this fact,” he says, “I can’t complain 
about our funding situation or our research 
progress.”

Tinker Ready, Boston
� http://www.niaid.nih.gov/ncn/

newsletters/2005/0422.htm#n02

Asian nations struggle to keep up with bird flu surveillance
Sampath Krishnan mumbled unintelligibly, 
decried news that avian influenza had been 
found in India as “malicious rumors,” and 
then hung up the phone, all without letting a 
word in edgewise.

Krishnan, who is the World Health 
Organization (WHO)’s communicable 
disease surveillance officer for India, declined 
to discuss reports that surfaced on 11 May 
that three Indians from a poultry farm near 
the southern coastal city of Chennai had 
antibodies to the H5N1 avian influenza virus.

The episode is one of many across Asia 
that reflect the pressure on surveillance 
systems charged with tracking the spread of 
the flu virus. As policymakers in the region 
balance a desire to prop up tourism and trade 
with the need to be diligent and transparent 
in reporting potential cases, the press has 
reported that in Vietnam, Thailand, China 
and now India, surveillance is not up to snuff. 
Frustrated public health officials and scientists 
are starting to react to the criticism with 
silence or anger.

On 11 May, an article on the Indian website 
Webindia123.com—later posted on ProMED, 
an online infectious disease news source—said 
that Nirmal K. Ganguly, director of the Indian 
Council of Medical Research, admitted 
to being “in a moment of total darkness” 
concerning the findings. The cases had been 
confirmed by the US Centers for Disease 

Control and Prevention (CDC) in 2004. The 
article also said the WHO was surprised that 
the findings escaped the weekly reports it 
receives from the government.

The H5N1-positive samples were taken in 
2002, two from a test group of 120 poultry 
workers and another from the control group. 
But it is unclear when these three were infected 
and whether they are infected with the highly 
pathogenic strain used for testing, says Jacque-
line Katz, who led the CDC team that analyzed 
the samples. Still, the report should not spread 
fear of an outbreak in India, she says.

The incident comes as the WHO is trying 
to alleviate concerns that international health 
agencies are not sharing information and 
samples with each other and with regional 
governments (Nature 435, 131; 2005). “There 
is no refusal to share human samples by 
Vietnam or any country with avian influenza 
cases,” the organization says.

Still, says Dick Thompson, WHO 
spokesperson in Geneva, “there is a lot of 
tension within the WHO and between WHO 
and its member countries” on how and when 
to release information to the press.

Despite what the WHO says, there are signs
 that the tension could take a toll on collabor-
ations. On 17 March, a researcher at the 
Institut Pasteur in Ho Chi Minh City wrote to 
WHO officials saying Vietnam’s “Ministry of 
Health may not allow [my institute] to send 
any specimens to foreign countries in the 
future.” His email statement followed reports 
of false negatives at the institute.

With so much pressure on international 
health organizations and the countries under 
their charge, officials on both sides tend to 
be careful with the press. But the WHO says 
governments should be the first to announce 
any problems—before journalists get ahold of 
it. “This is the time to be as open as possible,” 
Thompson says. “Making the announcement 
first is the only way to maintain trust.”

David Cyranoski, Tokyo

Fowl play: Asian governments may not be 
sharing their bird flu samples with the WHO.
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‘Phenome’ project set to pin down subgroups of autism
Scientists are set to begin the autism 
‘phenome’ project, which aims to classify the 
differences in autistic children. Identifying 
the molecular and anatomical variations of 
the disease might allow researchers to tailor 
treatments.

Autism is a developmental disorder marked 
by learning deficits and poor social skills. 
But autistic children also often show a host 
of other problems, including seizures and 
gastrointestinal disorders. Scientists have 
been unable to pinpoint the genetic or 
environmental causes of the disorder, in part 
because both appear to differ in subgroups of 
affected children.

The phenome project aims to classify the 
biomedical and behavioral aspects of the 
disorder. “The goal is to take autism as 
we know it and fractionate into more 
homogenous subtypes,” says David Amaral, 
research director of the MIND Institute at the 
University of California in Davis.

A pilot version of the project—given high 
priority in the US National Institutes of 
Health’s 2003 research roadmap—has already 
begun at the MIND Institute. Scientists 
plan to ultimately run rigorous genetic, pro-
teomic, anatomic and immune tests on 1,800 
children—600 with autism, 600 with other 
developmental disabilities and 600 normally 

developing children—at four US sites.
Autistic children have striking variations 

in proteins and immune cells in their blood, 
Amaral reported at a conference in Boston 
in May. He and his colleagues analyzed 4,000 
proteins in 105 children —70 with autism and 
35 without—and found significant differences 
in the levels of 100 proteins. They also found 
that autistic children had higher levels of B 
cells and natural killer cells. In a second study, 
immunologist Judy Van de Water found that 
immune cells collected from autistic children 
respond differently to bacteria and viruses than 
those from normally developing children.

Scientists plan to classify the symptoms of 
autism, which can vary dramatically.

Spanish scientists say goodbye to popular Juan March meetings
Much to Spanish scientists’ dismay, the 
Fundación Juan March, which has for 
decades supported international meetings 
and research grants for biomedical research, 
has decided to end its commitment to 
biology. Its last biology meeting, on 
uncoupling proteins, was held in April 2005.

Foundation officials say they have ended 
the program because it has achieved its 
goals. “A stage has already been fulfilled,” 
says Javier Goñi, a spokesman for the 
foundation. Officials reportedly told the 
foundation’s scientific council that it 
would now focus on other topics, such as 
philosophy.

Established in 1955 by Spanish 
entrepreneur Juan March-Ordinas, the 
foundation is a family-run institution that, 
till this year, dedicated its resources to 
promoting biomedical research, including 
neurobiology, genetics and biophysics.

The foundation is best known for its 
international conferences in biology. Since 
1992, it has organized monthly three-day 

workshops on topics determined by
experts, including several Nobel Laureates. 
Each workshop hosted about 20 speakers 
and 30 attendees. By the end of 2004, the
foundation had organized about 200 
workshops at its headquarters in Madrid. 
Scientific journals, primarily those 
belonging to Cell Press, often published 
reports from the meetings.

In 1981, the institution also promoted an 
eight-year Plan of Molecular Biology and 
Its Applications aimed at training Spanish 
and foreign researchers through nearly 
200 grants. The decision to end the grants 
program is “a pity and a loss,” says Jorge 
Moscat, a researcher at Madrid’s Molecular 
Biology Center. Moscat in 2001 received 
$1 million as part of the foundation’s 
initiative to back young Spanish researchers.

Rafael Yuste, associate professor of 
neurobiology at Columbia University and 
son of former director José Luis Yuste-
Grijalba, says at least a part of the decision 
is because of budget constraints on the 

Scientists plan to investigate these differ-
ences in the phenome project. Amaral also 
hopes to analyze the blood of young infants 
to find a predictive biomarker for autism.

The MIND Institute has raised more than 
$1 million to support the first 18 months of 
the project. Funds for the remaining costs—
approximately $30 million—have not yet 
been lined up.

In the project’s first phase, the researchers 
plan to follow 55 children for five to eight 
years after diagnosis. The children will be 
given a thorough medical checkup, includ-
ing assessment of brain size, genetic studies 
to look for candidate genes and blood tests to 
find differences in protein composition.

The researchers plan to pool their data on 
a publicly accessible database. The project 
will help scientists interpret the genetics data 
collected by the autism community and study 
gene-environment interactions, says Dan 
Geschwind, a neuroscientist at the University 
of California at Los Angeles.

The researchers also plan to study which 
treatments work best for specific subtypes 
of the disorder, which could help doctors 
intervene earlier. “We have a window of 
opportunity for treatment,” says Amaral. “If 
you get it wrong, you can’t go back.”

Emily Singer, Boston

March family’s businesses. But Goñi says the 
decision to cancel was not based on financial 
reasons.

In a statement to Nature Medicine, the 
foundation said it will continue its support 
of biomedical research by co-sponsoring the 
‘Cantoblanco Workshops,’ set to begin in 
the fall at Madrid Autonomous University. 
But those meetings will be held without the 
foundation’s input in selecting topics.

“The workshops were undoubtedly 
the greatest scientific event seen in Spain 
over the last years,” says Luis Enjuanes, a 
researcher at Madrid’s National Center of 
Biotechnology, who in April participated 
in a seminar that paid homage to the 
foundation. “I personally think that the 
cancellation is a catastrophe for the Spanish 
scientific system.”

Xavier Bosch, Barcelona
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Idle computers get busy screening drug targets for cancer
Sure, your computer can send e-mails, create 
spreadsheets and assemble PowerPoint presen-
tations. But can it save lives? Any computer with 
access to the Internet can now help discover 
cancer drugs by running a special screensaver.

Launched in 2001, the Screensaver-Lifesaver 
program uses parallel computing power and 
virtual screening to assess the interactions 
between small drug-like molecules and 
predetermined cancer-causing targets.

More than 3 million personal computers 
worldwide are screening a library of 3.5 billion 
molecules against these targets to identify poten-
tial candidate drugs. This may shave up to 3 years 
off the drug discovery process, researchers say.

“What the screensaver adds to the discovery 
process is an enormous amount of computer 
power, dwarfing what even the biggest pharma-
ceutical company can do,” says Graham Richards, 
chairman of chemistry at the University of 
Oxford. “In our hands it provides sheer power to 
do things that would be beyond the capabilities 
of even the biggest and most costly machines.”

The latest scheme, launched in April, is testing 
several new protein targets—primarily kinases 
and phosphatases—for pancreatic cancer.

Each computer receives the screensaver 
program, which includes drug-design software, 
an initial packet of 100 molecules and a model 

of a target protein. The program calculates the 
binding energy between the small molecules 
and the targets. Molecules with the tightest 
binding have the best chance of becoming drug 
formulations because tighter bonding translates 
into fewer adverse effects and lower doses. Once 
processing is complete—typically in a day—the 
program sends the results back to a data center 
and requests more molecules.

“Using our best models and guesses, it would 
take hundreds of years of trial and error in the lab 
to test these protein targets,” says lead investigator 
Daniel Von Hoff, director of the National 
Foundation for Cancer Research’s Center for 

OK computer: The screensaver project cuts 
years from the drug discovery process.

Targeted Cancer Therapies in Arizona. “The 
screensaver project can us save huge amounts 
of time and find the most optimal chemical 
structures—those that bind the tightest.”

In addition to searching for cancer therapies, 
researchers are using the program to find drug 
targets for smallpox and anthrax. In less than 
four weeks, the Anthrax Research Project found 
376,064 potential candidates for new antianthrax 
drugs; 12,000 of those are being investigated.

Another screensaver project aims to predict 
the structure of proteins found in the human 
genome. The structures of only an estimated 30% 
of proteins encoded by the human genome are 
known. The Human Proteome Folding Project 
is deciphering the three-dimensional structure 
of human proteins with no known structural 
homologs, proteins made by pathogens and 
those encoded by genomes of environmental 
microbes. The project is slated for completion 
by the end of 2005.

“This is an example of a project so big that no 
one thought it was solvable,” says Ed Hubbard, 
President of United Devices, the company that 
powers the program’s computing platform. “But 
it is possible and it’s changing the way researchers 
think about problems.”

Amy K Erickson, Phoenix
� http://www.grid.org

Unchecked by government, genetic tests sell hope and hype
Have a few hundred bucks to spare? You 
could order a genetics test and check whether 
your kids are really yours, whether your diet 
matches your DNA and whether you or your 
future children are at risk for breast cancer.

But there is no guarantee that you’ll 
actually understand the results. Experts 
say few genetic tests on the market explain 
the huge chasm between the genotype they 
can confirm and the physical manifestation 
of the genes. The tests are also largely 
unregulated and can vary wildly in quality.

The latest to join the market is a 
controversial set of tests manufactured by 
San Francisco–based DNA Direct to check 
potential reasons for infertility and multiple 
pregnancy loss. The company’s website directs 
customers to a local blood collection center. 
A contracted laboratory then tests for disease 
genes—such as those associated with cystic 
fibrosis or fragile X syndrome—based on the 
customers’ self-reported risk factors, and sends 
the results to DNA Direct. The company then 
attaches a packet of supporting materials and 
posts it online for the customers.

Genetic counselors are available by phone, 

but Jennifer Graham, director of product 
development for DNA Direct and one of two 
genetic counselors on staff, says the number 
of people who call is “remarkably low.”

Companies have been expanding their 
range from paternity tests to genetic diseases 
in the past three years but, apart from 
requirements for lab standards, the tests 
are unregulated. The US Food and Drug 
Administration (FDA) may have jurisdiction 
over the tests in some circumstances—if the 
tests are sold as kits or use certain reagents, 
for instance. But most DNA testing is done 
with ‘homebrew’ tests that the FDA has not 
attempted to regulate.

The Secretary’s Advisory Committee on 
Genetics, Health, and Society, under the US 
Department of Health and Human Services, 
has taken on the matter, albeit at a glacial pace. 
Established in 2003, the committee began 
examining the topic a year ago; it is set to meet 
with FDA officials in June to discuss assigning 
responsibility for regulating the field.

In the meantime, the US Centers for 
Disease Control and Prevention has also 
convened a panel to examine the tests. “The 

FDA hasn’t done much,” says Muin Khoury, 
director of the agency’s Office of Genomics 
and Disease Prevention, whose panel is set to 
meet in May. “There are no other evidence-
based reviews. We hope to fill that gap.”

The problem with most of these tests, 
critics say, is that even those that are widely 
used give results that are hard to interpret.

For instance, many outfits sell tests for the 
breast cancer susceptibility genes BRCA1 and 
BRCA2, but the significance of the results is far 
from simple, notes Kelly Ormond, president 
of the National Society of Genetic Counselors. 
Even if a disease-linked gene is present, she 
says, it would be important to know whether 
the gene carries mutations that confer risk.

Gail Javitt, a policy analyst at Johns 
Hopkins University’s Genetics and Public 
Policy Center, says regulators at the various 
agencies need to put their heads together and 
make genetic testing a priority. “A clearer 
direction of oversight needs to be given 
either by [the Department of Health and 
Human Services] or Congress,” she says. 
“Whether it will happen remains to be seen.”

Emma Marris, Washington DC
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US academy sets rules
for stem cell research
US scientists are set to adopt a new set of 
guidelines for stem cell research, released in 
April by the National Academy of Sciences.

The committee’s report recommends that 
local and national oversight boards, which 
should include scientific, legal and ethical 
experts, be established to review stem cell 
research proposals. The guidelines also 
emphasize that egg and embryo donors 
should not be paid.

The report also calls for oversight of 
human-animal chimeras—animals that 
have been injected with human stem cells 
or vice versa. Animal stem cells should not 
be transplanted into early human embryos, 
or blastocysts, and animals with human 
embryonic stem cell implants should not be 
allowed to breed, it suggests. 

The guidelines are similar to the self-
imposed rules already in place at universities 
and institutes that conduct stem cell 
research. Although voluntary, they are 
expected to be widely adopted. The academy 
says the recommendations fill a regulatory 
gap left by the US government. 

Lizard spits up diabetes drug
The first of a new class of diabetes drugs derived 
from lizard spit will soon hit the shelves. The 
US Food and Drug Administration in late April 
approved the drug Byetta, a synthetic version of a 
peptide found in the saliva of Gila monsters. The 
drug has only been approved for use in patients 
with type 2 diabetes who take the oral drugs 
metformin or sulfonylurea, but not insulin, to 
control their blood sugar.

The drug, developed by Amylin 
Pharmaceuticals, Inc. in San Diego and Eli Lilly in Indianapolis, resembles the human 
hormone glucagon-like peptide-1. It stimulates the release of insulin, thereby slowing 
digestion and stabilizing blood sugar. Unlike many other drugs, Byetta stimulates insulin 
release only when glucose levels are high and stops its action when glucose levels are in 
the normal range, which means the drug carries a low risk for hypoglycemia (Nat. Med. 9, 
1228; 2004).

The lizard compound has a relatively long half-life of two hours, compared with the 
two-minute half-life of the human homolog, making it better suited for pharmaceutical 
use. But it also has potential drawbacks: it must be injected twice a day and must be 
refrigerated. About six million diabetics may qualify for Byetta; analysts estimate the drug 
could bring in $1 billion per year.

UK okays screening
for ‘savior siblings’

Embryonic screening took a step forward in 
May when the British House of Lords ruled 
that parents of children with serious genetic 
disorders can select embryos that could 
help treat a sick child. The ruling follows a 
decision by the UK’s Human Fertilization 
and Embryology Authority last November to 
allow screening for a genetic variation that 
can lead to early colon cancer (Nat. Med. 10, 
1266; 2004).

Parent advocates have pushed for 
the ruling to permit screening for life-
threatening conditions such as Huntington 
disease and cystic fibrosis. Critics say embryo 
selection could lead to ‘designer babies’ 
selected for appearance or intelligence.

The unanimous vote upholds a 2003 High 
Court ruling allowing a British family to use 
preimplantation genetic diagnosis to select 
a baby to help their six-year-old son, who 
has beta thalassemia, a rare and potentially 
fatal blood disorder. A baby of the same 
blood type could provide stem cells from its 
umbilical cord that would theoretically cure 
the afflicted boy.

Parents Raj and Shahana Hashmi had 
tried unsuccessfully to have a tissue-matched 
baby by natural means and have not had 
children since beginning fertility treatment 
in 2003. It is unclear whether they will 
continue the treatment.

US to investigate AIDS 
drug trials in foster kids

Allegations over improper conduct in pediatric 
HIV trials surfaced in May, with reports that 
foster children given experimental treatments 
may not have received the outside support they 
were promised. The charges follow similar 
accusations last year about trials in New York 
City foster children (Nat. Med. 11, 5; 2005).

During the 1990s, the US National Institutes 
of Health sponsored dozens of trials to test the 
effectiveness in children of HIV drugs approved 
for adults. Foster care agencies participated in 
these trials to allow HIV-positive children in 
their care access to the newest treatments.

Some drugs increased the lifespan of the HIV-
positive children, but a few studies also reported 
serious side effects. One study in Illinois found 
a higher death rate among children taking the 
anti-infective dapsone, although deaths were 
not directly linked to the medication.

US Department of Health and Human 
Services regulations mandate that foster children 
participating in risky drug trials be appointed 
independent advocates. But institutions in 
at least three states—Illinois, New York and 
Maryland—did not provide advocates, accord-
ing to a report in the Associated Press. Some par-
ticipating institutions have said that because the 
drugs had previously been tested in adults, they 
did not classify the pediatric trials as high risk. 
The Office for Human Research Protections is 
now investigating the matter.

Medicare set to monitor 
adverse effects of drugs

Aiming to uncover the long-term side effects of 
new drugs, the US Medicare program in May 
announced plans to create a database cataloging 
patients’ prescriptions and health outcomes.

Medicare is a federal health insurance pro-
gram for seniors and those with disabilities. 
Mark McClellan, administrator of the Center for 
Medicare and Medicaid Services, says the data-
base will allow doctors to record the frequency 
of side effects and determine which patients 
are most likely to experience adverse reactions. 
The plan will take advantage of the large num-
ber of subscribers expected to participate in 
Medicare’s new prescription drug plan. The cen-
ter plans to consult with the US Food and Drug 
Administration and other organizations over the 
next few months to set program details.

Other organizations have announced similar 
schemes. The US National Institutes of Health 
has funded a plan to create a virtual data ware-
house that would integrate the medical and 
pharmacy records of millions of patients across 
the country (Nature Medicine 11, 465; 2005). 
The European Medicines Agency plans to create 
a similar database spanning its 42 national health 
authorities.

News briefs written by Emily Singer
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Michael Malim
Long after others had given up, Michael Malim stayed in dogged 
pursuit of a protein that can stop HIV in its tracks. On the way to 
success, he also managed to make his colleagues laugh.

When you first meet Michael Malim, you might think he is reserved. Malim, 
who is credited with one of the most important discoveries in HIV research 
of the past decade, has that rather English demeanor that seems part shy, 
part standoffish. But don’t be fooled. Notice the James Bond 007 watch, the 
footwear that proclaims ‘Big Bad Mike’s Socks,’ then wait for the deadpan 
one-liners that are sure to follow.

Malim is one of a group of HIV researchers—many of them British—
who  play puerile practical jokes on each other, some of which have involved 
mattresses dragged into bathtubs, hidden alarm clocks set to go off in the 
middle of the night and autoradiographs slipped into sandwiches.

“Mike just comes across as such a scholarly gentleman but when you 
get to know him better, you realize that’s not true,” says Mario Stevenson, 
professor at the University of Massachusetts in Worcester. “He’s neither 
scholarly, nor a gentleman—which is why I like him so much.”

When it comes to research, however, Malim is all seriousness. His most 
famous work, which graced the cover of Nature in July 2002, identified an 
elusive human enzyme that HIV must overcome in order to survive in the 
body. That was the proof that HIV has to actively defend itself, a concept 
that could lead to new therapies. It has also spawned dozens of papers on 
APOBEC3G, the host defense factor, and inspired optimism in the field. 
“It’s such an important, almost revolutionary achievement,” Stevenson 
says. “It’s changed the way we think about viruses like HIV.”

Less famous is Malim’s recipe to arrive rested after transatlantic flights: 
three beers on the flight and two after landing. “Not only has Mike given 
us the fundamental insights into host cell–virus interaction, but he’s cured 
jetlag,” says friend and collaborator Steve Wolinsky of Northwestern 
University. “Mike has always been one to think out of the box.”

Malim grew up in southern England, a regular thorn in his teachers’ 
sides, and says he probably became interested in science because it was the 
only subject where he was allowed to stay in class. He completed his D. Phil. 
at Oxford University, where he also played golf for the varsity team, then 
arrived at Duke University in 1987 to begin a postdoctoral fellowship.

During his five years there, Malim published 25 papers, 10 of them 
first-author papers, including two in Nature, three in Cell and two in the 
Journal of Experimental Medicine. “Mike was extremely organized, always 
working on four or five projects simultaneously,” says Bryan Cullen, Malim’s 
postdoctoral mentor. “There wasn’t a lot of standing around drinking 
coffee, bullshitting about the Duke basketball team or whatever.”

Cullen recalls one incident when Malim had run experiments using the 
last of some precious samples. The resulting nitrocellulose filter was drying 
in a hot vacuum oven when a student from a neighboring lab, despite all the 
warning signs on the oven, let air rush in. The fragile filter got blown into 
the side and smashed to pieces. “That’s the only time I ever saw Mike hit the 
roof,” Cullen says. “He was f-ing and f-ing up the corridor and jumping up 
and down. Other than that, he’s a really equable, even-tempered guy.”

What Cullen doesn’t know, however, is that Malim hybridized the broken 
filter in little bits, painstakingly pieced it back together and exposed it to 
film. “All was not actually lost in the end, except for a vast amount of time,” 
Malim says. Still, most of his time was well spent. Even without apply-
ing, he got job offers from the University of California in San Francisco, 
Harvard University and the University of Pennsylvania. When Malim was 
trying to make a decision, Neal Nathanson, then head of the microbiology 

department at Penn, called Malim and traded recipes for soufflés for 20 
minutes. By the time he hung up, Malim, an avid cook, was sold.

Six years on, after Penn had granted Malim tenure, the Howard Hughes 
Institute, which had funded Malim for those years, terminated his grant. “Mike
was upset by that, and frankly, they screwed up, they really made a mistake,” 
says Nathanson. Malim says he had been expecting not to be renewed. Like 
most of his colleagues, the reviewers didn’t believe then that his approach to 
finding the defense factors would succeed. “Had I been reviewing me at that 
time in 1998,” he says, “I would probably have done the same thing.”

A year later, London came a-calling: Malim was offered the chance to head 
a new department of infectious diseases at King’s College London. At the 
time, Malim was fully settled at Penn. “I was completely Americanized, I was 
shouting at everyone for not working hard enough,” he says. But the offer 
was too good to pass up, so he and his wife, geneticist Rebecca Oakey, left 
their friends—and his purple pickup truck—behind and returned home.
Now, he says, “I spend my time working on why the toilets don’t work.”

At the time of his move, Malim was trying to find the elusive host defense 
factor that the HIV protein Vif must overcome. Based on experiments he 
had published in 1998 (Nat. Med. 4, 1397–1400; EMBO J. 17, 1259–1267), 
he was convinced that the factor must exist. “We’d been fiddling around 
with Vif for donkey’s years with little success,” he says. “I don’t get put off 
by things that are difficult, that’s for sure.”

When postdoctoral fellow Ann Sheehy began narrowing down 
candidates for the elusive defense factor, APOBEC3G—or CEM15 as she 
dubbed it then—was one of the first candidates she found in late 1999, but 
it only appeared in the sequence databases more than a year later. Sheehy 
finally cloned the gene in late 2001 and found that it dramatically inhibited 
HIV infection in the absence of Vif. “She pulled off a phenomenal piece 
of work basically single-handedly,” Malim says. “I hadn’t done anything 
worthwhile except stay out of her way so she could get on with it.”

The data looked so clean that a skeptical Sheehy repeated the experiment 
several times, re-prepped the DNA, then got somebody else to do it. Because 
Malim has little faith in fast kits that have replaced the labor-intensive 
classical techniques, all the experiments had to be done the “hard-core old-
fashioned way,” Sheehy says. Finally convinced, they decided to present the 
data at the 2002 Conferences on Retroviruses and Opportunistic Infections 
(CROI) in Seattle. “This was going to be this huge splash, we knew it would 
get a lot of attention, and Mike let me present,” she recalls.

Three years on, at this year’s CROI meeting, Malim was asked to give 
the prestigious Bernard Fields Lecture. But attendees were treated to an 
unexpected glimpse of tomfoolery when Stevenson introduced him with 
a picture of Malim in a hot tub, holding a glass of wine. Malim says he was
thrown for a loop by the introduction, but quickly regained his composure.
And so begins another round of practical jokes. “I’m going to get [Stevenson] 
back,” Malim says. “I’ll bide my time. No need to rush into it.”

Apoorva Mandavilli, Banff

“We’d been fiddling around 
with Vif for donkey’s years 
with little success. I don’t 
get put off by things that are 
difficult, that’s for sure.”
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Let the games begin: At least four teams are competing to win a massive new grant from the NIH. 
Each group has named a director, four scientific leaders and several other researchers.

One for the money
The US National Institutes of Health is set to pour up to $315 million 
more into HIV vaccine research over the next seven years. So why is 
the scientific community so angry? Apoorva Mandavilli investigates.

Bruce Walker. Barton Haynes. Julie McElrath. 
Harriet Robinson. Remember these names. By 
summer’s end, one of these people is likely to 
be the leader of a team that will win an unprec-
edented grant from the US National Institutes of 
Health (NIH). These researchers have all applied 
to head a virtual center, christened the Center 
for HIV/AIDS Vaccine Immunology (CHAVI), 
which is designed to track down answers to 
intractable questions about vaccines for AIDS.

The project is the talk of the HIV community. 
At a recent Keystone meeting in Banff, Canada, 
researchers could talk about little else in between 
seminars, over drinks or at poster sessions. And 
with good reason: the winning team will get 
$14.9 million for the first year and between 
$39–$49 million for the six years following. The 
NIH’s entire budget for HIV vaccine research in 
2006 is expected to be $607 million, so by any 
standards, CHAVI spells big money.

Apparently, it also spells big trouble.
Apart from the small number of researchers 

associated with one of the teams applying for the 
grant, few scientists have anything positive to say 
about the venture. Some are reserving judgment, 
but even they are concerned about whether the 
project will be funded at the expense of grants for 
traditional investigator-initiated research.

“I’m so disheartened,” says Michael Lederman, 
an HIV researcher at Case Western University. 
“I’m just afraid we’re not spending [the money] 
the right way. When you don’t know how to solve 

a problem, putting all the resources in the hands 
of a very small number of people—even very 
capable people—is not the way to do it.”

Big money, big challenges
HIV vaccine research has never seen so much 
money. In addition to CHAVI, a bigger donation 
comes from the Bill & Melinda Gates Foundation. 
In February, the Gates Foundation announced 
a $360 million pool to fund a small number of 
closely coordinated centers that will collaborate 
to design and monitor vaccine candidates and to 
develop and standardize lab assays.

Both these initiatives are part of the Gates-led 
Global HIV Vaccine Enterprise, an alliance of 
several agencies and organizations including the 
International AIDS Vaccine Initiative, the World 
Health Organization, the Wellcome Trust and the 
NIH. The plan first took shape two years ago, 
when a group of scientists suggested creating the 
enterprise (Science 300, 2036; 2003).

Over the course of the next year, more than 
140 scientists and other experts from 17 coun-
tries held a series of meetings and workshops 
to identify the biggest challenges in the field. 
Saying the search for an HIV vaccine requires 
“an effort of a magnitude, intensity and design 
without precedent in biomedical research,” the 
enterprise came up with the idea of collabora-
tions and real or virtual centers to address the 
scientific and logistic questions. Leaders of G8 
nations, including US President Bush, endorsed 

the plan in June 2004.
Among the questions the enterprise had iden-

tified, one component was the lack of informa-
tion about what correlates with protection from 
the virus in animal models of the disease and the 
ability to create vaccines that induce such pro-
tection. The NIH decided to fund an extramu-
ral, virtual research center that would focus on 
answering these questions, says Anthony Fauci, 
director of the US National Institute for Allergy 
and Infectious Diseases. “Hence CHAVI.”

The starting line
The NIH held its first informational session on 
the project in early November 2004, two months 
before the enterprise published its own scientific 
blueprint. CHAVI was to be partly be modeled 
on the NIH’s Vaccine Research Center but would 
engage the best researchers across the world and 
concentrate on immunology.

The winning team will focus initially on the 
events immediately following HIV infection in 
humans and/or identify the correlates of immune 
protection in nonhuman primate models. In 
later years, the researchers will also be expected 
to focus on designing candidates that can elicit 
strong immune responses and evaluating them 
in pilot clinical trials.

In theory, just about anyone with a decent plan 
could apply to win, and no one outside the NIH 
knows how many have. But realistically, only a 
few teams have the resources to put together a 
plan of this scale.

The average proposal for an RO1, the grants 
that fund individual scientists, is about 60 pages. 
The average CHAVI grant is nearly 700 pages. 
Robinson, one of the applicants and an immu-
nologist at Emory University, says it took her 12 
weeks of really focused work to put the applica-
tion together. “Two days before application was 
due, there was this absolute tsunami of emails,” 
she says. “People said that they had never seen 
me work so hard.”

The first year, the project will fund a scientific 
director and a Scientific Leadership Group of 
three or four researchers, preferably from dif-
ferent institutions. The director has to commit 
to spending at least 50% of his or her time on 
the project in the first year and be increasingly 
involved thereafter. NIH officials say the director 
will most likely have to abandon all other proj-
ects and focus almost entirely on CHAVI.

“I think we made it pretty clear that this has to 
be a substantial portion of their time,” says Jim 
Bradac, chief of preclinical research and devel-
opment for vaccines at NIH’s Division of AIDS. 
“This is going to have to be their baby.”

At least 25% of the director’s time—and up 
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to 50 pages of the application—is dedicated to 
managing the group and the resources, which is 
likely to be a formidable challenge. Although the 
team will have flexibility to spend its funds as pri-
orities shift over time, the grant requires them to 
hold regular teleconferences and also meet with 
NIAID staff at least twice a year starting the sec-
ond year. “It’s a big unknown to me how people 
are going to take on such a big project,” Bradac 
says. “It’s something that I’ve never seen.”

The project also poses a significant challenge
for the agency, which will hire at least one new em-
ployee to manage the project. The NIH expected 
that it would be difficult to find reviewers who 
had not worked with any of the groups, so it spe-
cifically asked applicants not to name institutions 
or investigators they would work with beyond 
the director and the leadership group. But the 
applications did name names—about 50 on 
average and more than 100 in one case.

Still, after weekly meetings between various 
divisions within the agency, the agency found 
17 reviewers—including immunologists, HIV 
researchers and management experts—to weigh
the applications. During the week of 30 May, 
each team will go to the NIH for a unique ‘reverse 
site visit’ and face a subset of the reviewers; the 
applications will be fully reviewed two weeks 
after that. The winning team will be announced 
before 30 September, the end of the fiscal year.

The great divide
CHAVI has effectively split the HIV research 
community into two camps: those who are 
included on one of the teams and those who 
aren’t. Among the CHAVI-ites, particularly those 
in the top levels of the project, there is a palpable 
sense of excitement.

“I think it’s great,” says Rafi Ahmed, who is 
a scientific leader on McElrath’s team and also 
named in Robinson’s. Ahmed, an immunologist 
at Emory, says the McElrath team has already had 
three meetings in Seattle to work out their plan’s 
details. “I knew all of these people before but 
working on it with them has been fun,” he says.

But outside these elite groups, 
there is near-universal skepticism 
about the plan.

“I’m not convinced that the 
strategy they’re using is the best
one,” says Neal Nathanson, 
associate dean of global health 
programs at the University of 
Pennsylvania. “It’s too large, too 
unfocused and they’re going to, by
definition, leave out a lot of well-
qualified AIDS researchers.”

Nathanson notes that the four 
teams together have many of the 
big players in the community, 
but no one team has a monopoly. Selecting only 
one team automatically endorses one approach 
over the others. “Why shoot yourself in the foot 
by disqualifying 75% of the best researchers?” 
he asks. “You’re basically dividing the universe 
of AIDS research. Why would you do that?”

Nathanson—like many others in the commu-
nity—says a better strategy would be to divide 
the money into smaller pieces and build separate 
teams for each identified goal. This way, he says, 
the NIH could fund more good research—and 
good researchers—with the money.

Between 1997 and 2003, Nathanson served on 
an NIH committee chaired by David Baltimore 
that gave out innovation grants. Those grants 
were too small to make an impact, Nathanson 
says, but “this is going to the other extreme.” That 
committee has since been reconfigured and is 
now chaired by Haynes, one of the applicants. 
Haynes and Harvard University’s Walker are 
widely seen as the lead contenders.

A win for the team would also be a coup for 
the awardee’s institution. Although CHAVI 
is intended to be a center without walls, the 
university would build a bricks-and-mortar 
center. In most cases, the director’s institution 
would host this center, but in the case of Duke 
University’s Haynes, a win for his team, which 
includes Harvard researchers Norm Letvin and 
Joe Sodroski, would bring the CHAVI center to 
Harvard. In an uncomfortable illustration of 
CHAVI’s impact on the community, the two 
competing Harvard teams evolved over the 
course of what one observer describes as an 
“incredibly, incredibly, incredibly ugly fight.”

The root of discord
Where will the money come from? A great deal 
of the anxiety about CHAVI circles around this 
question. Already irritated at the increasing focus 
on biodefense research, researchers are deeply 
suspicious of any large programs that might 
further cut into their RO1 grants.

“I’m all in favor of doing whatever it takes to 
get the answers,” says Mario Stevenson, professor  
at the University of Massachusetts in Worcester. 

“But I’m not convinced that you can do that 
without the RO1 pool suffering.”

Stevenson and others say the RO1 mechanism 
is a proven way of getting results, and more likely 
than CHAVI to find the answer. “I don’t think 
the really outrageous, the really outside-the-box 
ideas are going to come from this approach,” 
says Lederman. “I would predict that it’s going 
to come from an unexpected source, from some-
body whose name you and I don’t know.”

NIH officials say there is no indication that the 
RO1s will be rolled back. At least for the first year,
the funding allotted for the project is “new money”
added to the NIH budget, says Fauci. “From the 
second year on, we’re just going to see how that 
goes,” he says. “But there’s no plan to carve out 
money from the grant plan to fund CHAVI. We’ll 
try at all costs to protect the RO1 pool.”

Money aside, researchers are brimming with 
questions: will CHAVI cut into their own chances 
of finding answers? How will a geographically scatt-
ered team of such scale—and potentially, so many 
egos—stay agile? Who will measure its success,
and how? Whose idea was this in the first place?

Once before, a group of researchers had put 
their heads together to dismantle the immune 
hurdles to an HIV vaccine. In 1993, the NIH 
granted a contract to establish correlates of 
immune protection in vaccine recipients. 
Over the course of four years, that team made 
remarkable progress, including identifying the 
importance of the CCR5 receptor in HIV infec-
tion, insights into viral dynamics and setting up a 
cohort in Zambia for epidemiological studies.

In a sense, their success is evidence that CHAVI 
might work. But that group garnered none of the 
vitriol that CHAVI has inspired—because it only 
received $3.2 million each year for four years.

“If you give a lot of very bright people a lot of 
money and resources, they will indeed do well,” 
says Steve Wolinksy, who led the 1993 team. 
“The question is, is [CHAVI] going to generate 
the impact of more than 200 RO1 grants? That’s 
what they have to justify.”

Apoorva Mandavilli is Nature Medicine’s 
Senior news editor.
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The money for CHAVI’s first year has already 
been added to the budget, NIH officials say.

Blues brothers: Bruce Walker and members of his CHAVI team 
at a meeting in April in Vienna. The fact that they coincidentally 
dressed alike is a sign of their synchronized minds, the team says.
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