
BIOMEDICAL FUNDING 

Prevention Research: A New 
Growth Area for NIH? 
W h e n  the Clinton Administration took of- 
fice 11 months ago, it quickly began talking 
up the merits of preventive medicine. Secre- 
tary of Health and Human Services (HHS) 
Donna Shalala said in February that the 
Administration's goal was not iust to reform 

L. 

the finances of the health care system, but to 
oush for earlv medical intervention. The 
hdministratidn, she said, would launch a 
oreventive medicine initiative, and other 
bfficials suggested it would leadnot only to 
behavioral and clinical studies, but also to 
more funding for biomedical research-per- 
haps as much as an extra $1 billion a year. 

But what is the prevention initiative re- 
ally going to be? That question is causing 
uneasiness in the basic research community, 
since the National Institutes of Health 
(NIH) budget is already under stress and ba- 
sic researchers fear that new money could 
wind up being put toward directed, rather 
than basic research. And adding to the ner- 

vousness is the fact that the anticipated 
funding for the initiative seems to be shrink- 
ing. Answers to questions about the scope 
and size of the effort won't be answered until 
next month, however, when a set of NIH 
proposals will be unveiled in the Admini- 
stration's 1995 budget request. 

In the meantime, the basic research com- 
munity is trying to read the tea leaves offered 
by people like assistant secretary for health 
Philip Lee. Lee says: "We're looking at a 
spectrum from very basic research to applied 
interventions, and evaluation of the inter- 
ventions." Lee estimates that 30% of what 
NIH does already falls within the category of 
"prevention," and he anticipates that the 
initiative would result in a "fairlv broad- 
based expansion" of existing 

Despite such reassuring words, some re- 
searchers wonder whether the initiative will 
really provide new money for basic science or 
become just a new pro forma commitment- 

No Shortage of Advice 
W h i l e  everyone seems to agree that disease prevention deserves support, there is no 
consensus on what belongs in NIH's budget and what does not. At a conference in " 

Bethesda in October, public health officials and independent researchers made a 
variety of recommendations on what NIH ought to do in the future. A sampling 
shows that NIH is weighing a broad array of advice: 

David Rall, former director of the National Institute of Environmental Health 
Sciences, called for a systematic program to study people's exposure to toxic agents 
and other chemicals in the environment. He urged NIIH to increase research 011 

biomarkers of toxic exposure, on the pharinacokinetics of toxic and chelating agents, 
and on childhood asthma and neurological diseases. 
8 Ernst Wynder, president of the American Health Foundation, spoke of the big 
problem that afflicts all nutrition studies: People don't tell the truth about their diets. 
He urged NIH to look for biomarkers that will get around people's inherent dishon- 
esty and reveal exactly they've been eating. Also near the top of Wynder's priority list 
were research on nutrition-related disease among the elderly and on the mecha- 
nisms of satiety. 

Gilbert Omenn, dean of the University of Washington School of Public Health, 
says the Public Health Service should be trying to answer major "questions that are 
important to medical practice and community public health." For example, like many 
others, he thinks the government should give high priority to developing a single-shot 
childhood vaccine. Omenn also elnphasizcd the need to resolve major uncertainties, 
such as when and whether screening for breast and prostate cancer is worthwhile. 

John Kalberer, NIH coordinator for disease prevention and health promotion, 
reporting on the advice of a study group that looked at policy issues, recotnmended 
a thorough overhaul of NIH procedures. The group urged NIH to: increase the 
number of "orevention-related ~rofessionals" on studv sections and advisorv boards. 
eliminate birriers between NIH and other agencies shch as the Centers fo;  ise ease 
Control and Prevention that inhibit collaboration. and consider new eoal-oriented 
methods (other than investigator initiated mode1s)for funding preven;ion research. 

-E.M. 

a requirement, as one Washington lobbyist 
put it, to pay for more "motherhood and 
apple pie." Says Keith Yamomoto, a molecu- 
lar biologist at the University of California, 
San Francisco: "We always have concerns" 
about initiatives being turned into directed 
research projects. "We would like to keep the 
money as free as possible." Like many, 
Yamomoto takes comfort in knowing that 
"Haroldn-his ex-colleague Harold Varmus 
who now runs NIH-is almost certainly 
making the same argument from his newly 
powerful position inside the government. 

One reason that the basic research com- 
munity is confused about the initiative is 
that the Clinton Administration has had 
trouble itself defining the project. Last spring 
and summer, NIH attempted to specify its 
needs for new funding on prevention re- 
search from the bottom up. The exercise 
quickly developed into an unwieldy and un- 
realistic wish list. A 17 May memo signed by 
Jay Moskowitz, a former policy planner at 
NIH and now deputy director of the deafness 
institute, listed scores of projects in 12 cat- 
egories that would have required an increase 
in NIH's 1995 budget alone of $3.3 billion. 
This was twice the target aimed at in the 
memo itself as part of "a greatly energized 
prevention research effort." The memo was 
filed away, and this fall NIH has been taking 
another crack at the job. 

As part of a priority setting exercise al- 
ready under way, NIH held a large, 3-day 
meeting in October at its Bethesda, Mary- 
land, campus titled, "Disease prevention and 
research at NIH: an agenda for all." The aim, 
according to NIH associate director for dis- 
ease prevention William Harlan, was to in- 
vite outside comment. The roster of speakers 
included many well-known academic scien- 
tists-such as Gilbert Omenn of the Univer- 
sity of Washington, Lester Breslow of the 
University of California, Los Angeles, John 
Groopman of Johns Hopkins University, as 
well as many NIH institute chiefs. 

Each laid out proposals for preventive 
health care in the next decade, yielding a 
patchwork of recommendations (see side- 
bar). The effort, while it made for an impres- 
sive show, has not yet yielded consensus on 
what is needed in prevention research. But 
NIH's Harlan says he is drawing up an edited 
list of recommendations that will be passed 
along to NIH's deputy director Ruth Kirsch- 
stein in a matter of weeks. Harlan warns this 
will not lead to a crash program: "These are 
questions that need to be addressed over the 
next 5 to 6 years," he says. 

Kirschstein says it's too early to comment 
on what will be in the new prevention plan, 
or even to say whether it will be an "add-on" 
to the NIH's regular budget. NIH's new di- 
rector, Harold Varmus, declined to discuss 
the topic for the record in a recent meeting, 
noting that the size and shape of the 1995 
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NIH budget have not yet been determined. 
Like manv others. however. Varmus is con- 
cemed that any new assignments for NIH be 
supported by new funding and not carved out 
of its existing programs. 

One of the few officials who seems eager 
to talk about the initiative is Lee. He told the 
NIH audience in October that prevention 
research "plays an  essential role" in the pres- 
ident's overall health reform plan: It's ex- 
~ e c t e d  to ~ rov ide  a rational basis for the ben- 
efits package that is to be guaranteed to every 
citizen. and it should h e l ~  reduce the cost of 
health'coverage. He meAtioned specifically 
that NIH research has shown that onlv di- 
uretic drugs and p-blockers have been prov- 
en to reduce death and morbidity from cardio- 
vascular disease. If this knowledge were ap- 
plied nationwide, Lee said, doctors might shift 
all patients from other, more expensive drugs 
and save "from $2 billion to nearly $4 bil- 
lion" a year. Lee praised other NIH research 
that made it possible to measure bone loss 
noninvasivelv in older women. and develou- 
ment of the hemophilus B influenza vaccine. 

In 1991 alone, according to Lee, the vac- 
cine may have prevented 10,000 to 16,000 
childhood infections, thereby lowering the 

risk of meningitis. In a telephone interview 
with Science, Lee specifically mentioned Alz- 
heimer's disease, reproductive health, car- 
diovascular disease. cancer. diabetes. HIV 
infection, and childhood vaccines as' areas 
that mieht benefit from the initiative. He - 
insists, however, that decisions about what 
to fund will be left to NIH, and its peer- 
review process, although he adds the cau- 
tionary note that funding also depends on 
"congressional priorities as well." 

The specific disputes about which types of 
prevention research should be included have 
been sharpened by the fact that funding for 
the initiative appears to be shrinking. The 
shrinkage began last summer. By late Octo- 
ber, when the White House issued its health 
care reform proposal, the initiative had 
dwindled from $1 billion to an  increase of 
about $400 million for NIH in 1995, and 
$500 million a year after that. All this is 
supposed to be "new money," an increase to 
NIH's regular budget. 

By issuing hard numbers, the Administra- 
tion appeared to give its plans focus. How- 
ever. thev still look blurrv to some members , , 

of Congress-for two reasons. First, Clinton 
officials have not said where they expect to 

VIROLOGY 

Race to Grow Hantavirus Ends in Tie 
N o t h i n g  gets the adrenalin flowing among 
viroloeists like a race to isolate a deadlv virus. 
In th'last few months, three groups-two 
supported by the U.S. Army in Frederick, 
Maryland, and the other by the Centers for 
Disease Control and Prevention (CDC) in 
Atlanta-have been trying to culture the pul- 
monary syndrome, or "Four Comers," hanta- 
virus, responsible for 27 deaths in the United 
States since 1990 (Science, 5 November, p. 
832). The race is now ending ina three-way tie. 

A group of researchers at the U.S. Army 
Medical Research Institute of Infectious Dis- 
eases (USAMRIID), headed by Peter Jahr- 
ling, has reported isolation of the virus from 
a patient in New Mexico. And two other 
groups--one headed by Connie Schmaljohn 
of USAMRIID, who collaborated on the ef- 
fort with her husband, Alan, and the other 
from CDC, headed by Clarence (C.J.) Pe- 
ters-have isolated the virus from deer mice, 
its main reservoir. "This is a big step for- 
ward," says Schmaljohn. "Now we can really 
do some biology with the virus," she says, 
such as develop animal models and screen 
for antiviral drugs. 

Like all hanLaviruses, the Four Comers 
strain is notoriously difficult to grow in lab&- 
ratory cultures. Although the three groups 
achieved initial success in the lab at different 
times, they all made their announcements 
within a few weeks of one another. Jahrling 
was the first to declare success. In a talk at a 

meeting of the American Society of Tropical 
Medicine and Hygiene in Atlanta on 3 No- 
vember, Jahrling presented equivocal evi- 
dence for a hantavirus from a Mississippi pa- 
tient, then later, his colleague Kurt Nolte of 
the University of New Mexico presented more 
convincing data-lectron micrographs of 
virus particles isolated from a patient in New 
Mexico. The particles were tagged with an  
immune identifier called 'Ymmunogold," and 
genetic tests for hantavirus were positive. 

Later that day, Schmaljohn presented 

In the act. Pulmonary syndrome hantavirus 
replicating in monkey cells. 

find the money to pay for it. Even though the 
cost of NIH's part of the initiative has 
shrunk, it would still require $400 million 
that's not accounted for in anv official bud- 
get or appropriation bill. The financial un- 
certainty worries champions of NIH such as 
Senator Tom Harkin (D-IA). The current 
budget rules say that any increase in "domes- 
tic discretionary spendingn-programs not 
funded in law by a formula-must be bal- 
anced by a cut in some other domestic pro- 
gram. And Harkin, who chairs the Senate 
appropriations subcommittee on health, says 
he sees no  way of carving the sum promised 
for NIH out of other programs, each of which 
will be defended by lobby groups and advo- 
cates in Coneress. Indeed. as Harkin told the 
recent meetkg of the society for Neuro- 
science in Washineton. D.C.: "I'll be luckv - .  
to get [even] a cost of living increase for 
NIH" in the next 5 vears. because caDs on , . 
domestic spending are so tight. 

And those financial constraints, coupled 
with the confusion over what research 
should be included, make the prevention ini- 
tiative a fairly risky prospect in the already 
risky world of biomedical research funding. 

-Eliot Marshall 

data on a virus isolated from a deer mouse 
trapped near Mammoth Lakes, California. 
After her talk, she says, CDC informed her 
that CDC researchers were at a similar stage 
in isolating the virus fromNew Mexican deer 
mice. CDC virologists presented their data 2 
weeks later, at a meeting organized by the 
University of New Mexico in Albuquerque, 
on 20 November. By then, CDC had put the 
virus through four "passages" from flask to 
flask. Says Brian Mahy, chief of the division 
of viral and rickettsia1 diseases: "We k e ~ t  
very quiet. We'd known for some time that 
we had something replicating, but we wanted 
to be quite sure we could reproduce it." 

When CDC finally went public, it went 
all out. Bob Howard, CDC's public affairs 
chief, came to the meeting with glossy pho- 
tos and slides of CDC's isolate for the press- 
one of which appeared in The New York Times. 
Schmaliohn ioined CDC at the Dress confer- , , 

ence, announcing that she, too, had isolated 
the virus. Schmaljohn says, "I have a feeling 
that if I hadn't happened to be [in Albuquer- 
que], there would have been just one agency 
making the announcement." Jahrling wasn't 
in Albuquerque, and his human isolate 
didn't get mentioned in the news coverage. 

Although the competition was intense, 
the Army and CDC seem ready to share the 
credit. Says Peters: "I'm not sure who had 
Ithe virus1 first in cell culture. but that 
doesn't really matter.. ..We've agreed to pub- 
lish back to back articles." 

-Eliot Marshall & Richard Stone 
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