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NOTE TO CHRIS JENNINGS: i

Subject: Groundbreaking Ceremony for the New Clinical Research Center
at the National Institutes of Health

As we discussed yesterday, we would be delighted to have the President
participate in the groundbreaking for the Mark O. Hatfield Clinical Research
Center at the National Institutes of Health. "{he groundbreaking will take
place at 10 a.m. on October 31, 1997, the anhiversary of President Franklin
Delano Roosevelt’s dedication of the first NIH buildings in 1940 (a

. x
photograph of that event is attached). A"A miesg {;\1/ %L

Republicans and Democrats in the Congress support the building of the new Crue f"“"

: Clinical Research Center, and we expect bipartisan representation at the

. groundbreaking. Senator Hatfield, whose contribution to the support of M7

medical research and the NIH is recognized in the naming of the new

) research hospital, will take part in the event. We are inviting the full Senate Fn
as well as a number of House members and Executive Branch officials to
attend. The ceremony will have a personal face as well—we intend to
include NIH patients among those making remarks. We also expect a great
deal of media coverage. The groundbreaking could offer the President an

opportunity to make a statement about the Administration’s commitment
both to public health and to the Nation’s scientific community.

.. Please call me at 301-496-2433 if you have any questions. | very much
‘appreciate your help.

Harold Varmus, M.D.
Director ’
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MEMORANDUM

October 9, 1997

TO: Sylvia Matthews and Jennifer Palmieri
FR:  Chris Jennings

RE:  Dr. Varmus meeting with the President

Attached is the scheduling request we initially sent in for Dr. Varmus to meet with the
President regarding new opportunities in biomedical research. We also initially proposed to
consider whether the President would want to participate in the groundbreaking of the Mark O.
Hatfield Clinical Research Center. Since there is no real news or announcement with regard to
biomedical research at this time, there seems to be a general consensus that the President not do
this event. However, the Vice President has agreed to do it.

We are still interested in having Dr. Varmus meet with the President to discuss the new
potentials in biomedical research and to what extent investments in research would help advance

new technologies and major medical discoveries.

Please feel free to call me at 6-5560 with any questions.



SCHEDULE REQUEST PROPOSAL
9/05/97

ACCEPT

REGRET | PENDING

TO:

FROM:
REQUEST:
TIME:

PURPOSE:

BACKGROUND:

Stephanie Streett
Deputy Assistant to the President &
Director of Scheduling

Sylvia Matthews, Deputy Chief of Staff |
Chris Jennings, Deputy Assistant to the President for Health Policy

Meeting with the President and Dr. Harold Varmus, Director of the
National Institutes of Health.

'Late September-Early October. (Dr. Varmus will be out of the country ‘

from September 9 through September 26).

To discuss the new potentials in biomedical research and to what extent
investments in research would help advance new technologies and major
medical discoveries. Dr. Varmus would also discuss the possibility of the
President participating in an October 31 groundbreaking ceremony for the
Mark O. Hatfield Clinical Research Center at the NIH. This day also
marks the anniversary of when President Franklin Roosevelt announced
the beginning of NIH.

" The President emphasized at his commencement address at Morgan State

that we have entered in an era of opportunity for unprecedented advances
in science and technology. In the last year we have discovered new
treatments for AIDS and are making important strides in finding an AIDS
vaccine. Just last week, scientists uncovered a new gene for colon cancer.
With new advances, scientists will soon be able to do things now unheard
of, such as analyze our genetic composition on a computer code and
instantly analyze ones DNA code to let health care professionals know his
or her predisposition to disease, reaction to drugs, and susceptibility to
certain environmental exposures. These new strides will change forever
the way we understand and treat diseases.



At this meeting, the President and Dr. Varmus would discuss how best to
ensure we are doing everything possible to support these new discoveries
and whether new investments in biomedical research would help advance
these goals. Dr. Varmus would make recommendations about the size and
scope of the investment that would be necessary to fuel major advances.

They would also discuss the possibility of the President participating in an
upcoming NIH anniversary and groundbreaking ceremony for the Mark O.
Hatfield Clinical Research Center at the NIH.

Chris Jennings is having preliminary discussions with Dr. Varmus on this
issue on Friday, September 6.
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COVER STORY
Besources lag in fight
agalnst deadly dlsease

By T1m Friend

Medicare for the first ﬁme '
will pay the doctor and hospital |
bills for men who volunteer for

a major study of prostate can-

Monday.

The national multicenter
study, which has not been offi-
cially announced, seeks 2,000
men with prostate cancer that
has not spread. They will re-
ceive either standard radiation
therapy or a new approach

chael Manyak, co-leader of the

s e T
study and director of urologyat | -~ '90 ‘91 ‘92 93 94 95 ‘96 '97

George Washington University, s >

of Defenss, N I Cancer Institute, National Insticstes of Health

Washington, D.C.

The decision to pay Medi- .
care costs sharply contrasts with a longstanding
federal policy to deny payment to patients and
doctors involved in clinical studies.

“This has been a critical problem. Our belief
is that this provides some encouragement for
physicians and patients to participate,” says Ste-
ven Sheingold, director of program analysis and
performance measurement at the Health Care
Financing Administration, Balimore.

Experts say the decision to cover costs for the .

patients in the new trial Is progress. But, overall,

prostate cancer research still faces many signifi-
cant obstacles, says Otis Brawling, assistant di-

rector of the National Cancer Institute.

" USATODAY

ch by Anthory DeB graphic by Juli' Stagey, USA TODAY

Prostate cancer funding lags far behind that
of other diseases, and even if the money were
there, Brawling says, scientists would find it dif-
ficuit to get physicians and their patients to par-
ticipate In the wide range .of studies that are
needed to answer key questions about the lead-
ing cancer killer of men.

The Amerlcan Cancer Society estirates that
of the 1.4 million new cancer cases diagnosed in

1997, 226,000 will be of the prostate. Of the
cancer deaths, 42,000 will be of men
with prostate cancer. Breast cancer affects a

Please see COVER STORY next page b |
SZOooo
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Men with prostate cancer are only now moblllzmg r&search support

Continued from 1D

similar number of women: 186,000
will be dingnosed this year, 44,000
will die.
Butforremmhatarebammgto
many experts, the federat govern-
mentwiuspendmsmuoninlmv
on breast cancer research while

$119 miliion will go for prostate can- .

cer. AIDS, which logged 57,200 new
cases and 39200 deaths last year,
will receive $1.5 biltion.

The differences in funding are
usually attributed to women and gay
" men being more vocal to Congress
about their diseases than are men
who have prostate cancer.

“AIDS and breast cancer advoca-

cy groups have dope an extremely eases.

bach.direaorofumlogimloncology
at the M.D. Anderson Cancer Center,
Houston. “Men with prostate cancer
don't have the maturity that the oth-
* er groups have. They tend to want to
deny the disease and go back to the
golf course.”

That was certainly the case In
1990, when the National Cancer In-
stitute provided $13 miltion for pros-
tate cancer while funding breast can-
cer at $81 million and AIDS research
at $149 million. At the time, the idea
of joining a support group for pros-
tate cancer was dismissed by many.

Changing attitudes

But since then, men with prostate
cancer, including former Sen. Rob-
ert Dole, retired Gen. Norman
Schwarzkopf, golfer Arnold Palmer
and financier Michael Milken, have
become vocal. Support groups such
as USTOO and the American Cancer
Society’s Man to Man are active and

COVER STORY

lobbying Congress for more money.
Milken has formed a foundation,
CaPCURE, that supplies more than
$20 million a year for prostate can-
cer research.

So why are there stm?s.mh large
es in

“It 18 essentially affirmative action
for grants,” says Brawling assistant
director of the National Cancer Insti-
tute. “Research funding has become
politicized in the last six or seven
years.”

For better or worse, scientists, pol-
{cy-makers and soclety bave placed
a gmater emphasis on other dis-

“We don't want to take money
from breast cancer to pay for pros-
tate cancer, butwehﬂvewrealm
they are both major cancers, and we
ought to be making an investrient in
each one of them,” von Eschenbach

says.

Such a disparity in funding has
had a domino effect on prostate can-
cer research and treatment that
leads from the basic scientist in the
lab who is studying the pature of the
disense, to the academic physician
who is trying to study new theraples,
to the man sitting in his doctor’s of-
fice wondering what he will do about
memnoercelhfoundinhlspﬁmr.e.

%A@MW

=—WEAL we need In prostate cancer
is what they have In breast cancer,”
says Carl Olssen, professor and
chairman of the department of urck
ogy at the Coliege of Physicians and

" Surgeons, Columbla Unlversity, New

" York “We need more research dol-

lars and sound investigators In the
field. Bat if you are a young, capable
and brilliant Ph.D. who is just getting
into his or her postdoctoral career,

where would you go? You go where
the money is”

Following the money

- Olssen says the refative paucity of
funds creates a chicken-and-egg phe-
nomenon that has existed since pros-
tate cancer first on federal
funders' radar screen in 1990.
“When you have a smaller cadre of
Investigators, you have fewer appli-
caﬁonsl‘orgmnmandamﬂerpot
of money,” Olssen says. “If you have
less money, you have a smaller ca-
dre of investigators.”

Less money also affects the ability
to conduct the trials for which dol-
lars have been provided. The NCT's
Brawling says at least eight major
prostate cancer studies have been
shut down prematurely since the
1970s for lack of participation, and
that lack is linked to money.

One of the most important of the
falled studies was designed to com-
pare surgery with radiation for treat-

ing prostate cancer. The two ap--

proaches, which have been standard
for 30 years, have pever been tested
against each other to learn which, if
elther, is better. The study, launched
in the early 19803, foided because

.doctors did not advise patients to par-

Heipate. -

On the surface, the urologists and
radiation oncologists who treat men
with prostate cancer appear to be to
blame. One view is that urologists,
whose income depends on perform-
ing surgery, and radiation oncolo-
gists, whose livelihood depends on
delivering radiation, refused to en-
roll patients because they would lose

L
-
e T

Paylng the bills -

However, the patiems,who volun-
teered for the study would have had -
to pay the hospital and doctor bills
out of their pockets. Men and their
physicians are more likely to particl-

Jpate if the normal hospital and pro-

cedure costs are covered,
“Oneofthemajormuelswheth—
er thedr insurance will cover it. That
not only stands for EMOs and third-
payers, but also for our own

party
' federal health care coverage under

Medicare and Medicald,” says Dr.
George Wiiding, director of medical
oncology at the University of Wiscon-
sin-Madison Medical School.
Despite the participation of Medl
cammtbenewsmdy the federal in-
surance program and most private
insurers do not pay hospital and doc-
tor bills associated with most studies.
Pressure to reduce health care

growth of health maintenance orga-
nizations and cuts in Medicare pay-
rments to such as urojo-
gists, further complicated enromng
patients in studies.

Medicare payments to urologists
for radical prosta for ex-
ample, decreased 11% from 1990 to
1996 even though urciogists per-
formed more surgeries. Meanwhile,

- largely because of the introduction

of the diagnostic prostatic antigen
(PSA) testin the early 1990s, the inci-
dence of prostate cancer has risen
more than 50%.

Urologists” total income, including
that from private insurance and self-
paying patients, has risen only 3.5%
since 1992,

“That creates even more of an

_economic incentive against trials

these days,” Manyak says *“With
Medicam cuts and a8 managed care
eavironment, we have to see large
volumes of patients to generate the
kind of income needed to keep the
practice afioat.”
. Money also makes a difference in
survlv-al. The latest 20-year mortality

trends from the American Cancer.

Soclety show that death rates for

breast cancer dropped 1% from 1973

to 1993, while age-edjusted prostate

cancer deaths appeared to increase.
h N

Finding answers
The new comparison of cryosur-

gery and radiation for prostate can-
cer will answer at least one question,

- btnmnyothermdlaareneeded

that focus on later stages of the dis-

ease. In particular, Winding says, are
studies of advanced stages in men
who tail hormonal therapy, which
has been the only treatment avail-

able at those stages for 50 years. Sur-

vival rates for advanced prostate

cancer have improved little, if any,

during that period.

Currently, the NCI is sponsoring 57
clinical trials. Some of those address
new types of drugs for late-stage dis-
eases. Another badly needed study is
one to address a dilernma causex! by
the widespread use of the PSA test,
That study, called PIVOT, began this
year, but it is progressing slowly.,

Michael K. Brawer of the Univer-

sity of Washington, Seattle, co-heads - field

the study. The study is necessary, he
says, because most men develop mi-
croseoplc evidence of prostate can-
cer cells as they age. But in the ma-
jority of cases, the cancer does not
progress for years or decades. Most
men die of other causes, such as
heart attacks, before they develop
symptoms of prostate cancer. But

with PSA, tens of thousands of more
‘with this
early form of cancer.

The problem is that doctors don’t -
know which men are the lucky ones
:ﬁ&bhaves!md tumors and

ones evelop an aggres

sive and lethal form. To answer the

question, PIVOT will randomly as-

sign men either to watchful waiting

which means po treatment except

for periodic checkups, or to radical
rostatectom;

p Y.
“It's a bimrre and perplexing and
frustrating disease to deal with"

Manyak says. .

lan Thompson, chalrman of sur-
gery and director of urological oncol-
ogy at Brooke Army Medical Center,
says about 10 men are entering the
study per month. About 1200 men
are peeded for the study, but only
200 are enrolled, Unlm men are en-

study will have to be extended to oth-
ers, Manyak says. - .

 Olmon agrees. *We stll know so
little about prostate cancer. But
clearly, if there was more money, we

-could attract more senior

tors and more young bicod into the

“If 1 were a lord of research, I
would cotrtact every experienced re-
searcher in the USA and say, ‘Here
are the dollars In return, we want
the best idees, the best people, and to
do things you already are dolag for
the other cancers.'”

Contributing Anthony DeBarros
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TO:  Erskine Bowles ]

MEMORANDUM

March 31, 1997

FR:  Chris Jennings

RE: Meeting with Senator Kennedy ‘

i
Attached is background information for your meeting tomorrow with Senator Kennedy. Please
call me at 6-5560 if you need additional i;nformation.
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Medicare Structural Reforms

Issue:

Our Position:

On March 17, Senator Kennedy delivered a major speech in which he
suggested that a massive restructuring of the Medicare program may not
be necessary to address the long-term financing challenges of the
Medicare Trust Fund. Specifically, he cited a new study from Duke
University which concluded that we have been increasingly successful in
preventing and treating disability and if current trends are enhanced,
projected costs may decline to the extent that significant structural
intervention may not be necessary to save the Medicare program.

To ensure this is the case, Senator Kennedy wants us to continue to take
steps to improve these successful strategies which include: improving

-dissemination and adoption of new effective treatments; enhancing the

delivery of outpatient, preventive, and other health services; encouraging
the elderly to adopt healthier lifestyles; increasing biomedical research;
and improving Medicare benefits.

Senator Kennedy wants to convene a conference with the Association of
American Medical Colleges, NIH, and other relevant parties to try to
facilitate a discussion on his recommendations. He will likely request that
we play an active role in this conference.

The Department of Health and Human Services has been critical this

~ announcement. They believe that the findings Senator Kennedy is

referring to will be incorporated into the Medicare baseline. They also

- believe that this could have unintended consequence of delaying the

structural reforms that are needed to extend the life of the Trust Fund. We
would recommend that you not make a firm commitment to endorse the
conference but rather suggest that the staffs work together on this issue.

Children’s Health Coverage

Issue:

Senator Kennedy recently introduced a children’s health care proposal
with Senator Hatch that would raise $30 billion over five years through a

- 43 cent tobacco tax. Twenty billion would go to provide coverage for

children and the rémaining $10 billion would be used for deficit reduction.
Senator Kennedy will likely want to strategize as to how best to assure that
any budget deal includes a children’s health coverage package. He will
probably seek a commitment that this is one of the President’s highest
priorities and that, at the appropriate time, he will visibly advocate for
children’s health coverage. He will also likely probe to check out our
appetite for a tobacco tax.



* Qur Position:

Quality Issues

Issue:

. Our Position:

Senator Kennedy’s success in attracting the support of Senator Hatch for a
new children’s health program is big news and we are extremely pleased
with it. We will continue to strongly insist that any balanced budget deal
include a children’s health proposal. '

As for the tobacco tax, we have supported it in the past in the context of
the Health Security Act. However, we would like to work with the
leadership of both parties to determine whether this revenue is necessary
to secure an adequate investment in children’s coverage. (Our concern is
that lack of success in passing a tobacco tax could doom any investment in
kids coverage IF it became the ONLY way to finance the coverage.)

As for Presidential visibility, you can assure him that the President will
become increasingly visible on this important issue as we get more
involved in the budget negotiations.

The Senator may bring up the Dingell-Kennedy bill on quality which
addresses consumer grievances and appeals processes. He may also elicit
support for his bill which would require health plans to allow women to
stay in the hospital for at least 48 hours following a mastectomy and which
would require health plans to cover breast reconstruction surgery. Finally,
he is concerned that the Commission does not slow down legislative
initiatives which are currently moving through the Congress in this area.

We strongly support providing patients with an adequate grievance and
appeals process. We are interested to see how far his legislation goes in
Congress and look forward to working with the Senator in this area. Last
week the President announced the members of his Quality Commission,

- charging the Commission to develop a patients bill of rights which will

include adequate consumer grievances and appeals processes.

‘We support legislation requiring the 48-hour stays for women undergoing

mastectomies. We have not yet taken a position on reconstructive breast
surgery. We look forward to learning more about the legislation he has
proposed.

Finally, we believe that the Commission will complement, not compete
with, legislation in Congress that has broad-based support (e.g., anti-gag
and 48-hour mastectomies). But this is just a start. We must go beyond
these reforms to take a comprehensive look at how we can assure the
quality of care. The Commission will work on building consensus for
more far reaching reforms.

FYI -- Senator Jeffords, the Chairman of Committee on which Senator Kennedy is the ranking
member, is working both on children’s coverage initiatives and Federal quality initiatives. He
has yet to release any initiatives publicly, but he is likely working closely with Senator Kennedy.
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THE SECRETARY OF HEALTH AND HUMAN SEAVICES
WELHINGTON, D.C.- 2020}

NOV 1 3 1097

MFMORANDUM FOR THE PRESIDENT

Now is the time for our Nation to increase substanUaIIy its investment in research that will
combat disease and enhance health. As we look toward the final years of the Clinton-Gore

Administration, T urge you to set in motion what could prove to be one of your most enduring

and 'signiﬁcgmt legacies — a plan to significantly improve the Nation's health by doubling the
research budgets of our major scientific research agencies, the National Institutes of Health
(NIH), the Centers for Disease Control and Prcvcnlmn (CDC) and the Agency for Health Care
Po icy and Research (AHCPR).

Today, because of your leadership, our Nation is at peace and on firm economic grouna. Many
of our citizens are once again living the American dream. They have good jobs. They have the
income to buy a home, raise a family, and educate their children. Inflation rates are low. The
budget is virtually balanced. ligh among the remaining concerns of our-citizens are disease,
disability, and untimely death. Only health research can overcome these scourges and promise
longer, hca}thacr wcs for ourselves, our children, and ¢ our c}nldrcn s children.

At the dedication of the NIH campus in 1940, Franklm Delano Roosevelt said, "We cannotbe a

strong Nation unless we are a healthy Nation." In recognition of that principle, the Federal
Government decided more than half a century ago to invest systematically in health research
This research has led to important innovations in high quahty services.

Today, the U.S. has an unrivaled record of achxevcmcnts 1nsp1red by the challenges of human
illness. Many of the diseases and disabilities that our parents and grandparcnts faced a
generation ago can now bc prevented or treated:

. Apge- ad)ustcd mortality from coronary artery disease and stroke has been halved.

e Cancer death rates have begun to fall for the ﬁrs‘t time in hzstory, and certain formcrly
lctha] cancers like childhood teukenﬁa and tesﬁgular cancer are now rarely fatal.

. Smallpox has been eradicated from the entire world, and po io has rcccmly been
ehmmatcd ﬁom the Western Hemisphere.

‘. Surgical interventions, such as organ tmnsplantation or cardiac pacemakers, can restore

virtually normal ife to many who are gravely ill.

[RRVIYE
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. An entire generation of those suffering from sévere depression or schizophrenia is able to
lead productive lives because of modern drugs. :

. The incidcnce’ of childhood diseases preventable with vaccines is at its Jowest level ever.

° AIDS patients can plan for a future they would have otherwxse been dcmed;ust a few
years ago because of new combination mempxcs

. Becausc of new clot-dissolving drugs, many stroke patients no longer live with severe
disability. ' ‘

The ability of patients and clinicians to make informed treatment choices has been greatly
expanded as a result of outcomes and effectiveness research. These achievements, and many

- others, would not hav? occurred without our Nation's strong and sustained support of research.

While such public health accomplishments are unprecedented in human history, they pale in
comparison to what is yet to come. We have entered the "golden age” of biomedical, prevention,
and health services research. Today's researchers are unveiling the fundamental properties of

_cells and genes, the structure of proleins, and the circuitry of thé world's most awesome

computer, the human brain, Science is yielding stunning new insights into the mechanisms of

. disease and envisioning the means to treat devastating illnesses and disabilities. It promises a

future in which the fear of cancer, heart disease, AIDS, mental illness, birth defects, or diabetes,

~ among others, is enormously reduced.

To deliver on this promise, a bold new investment in- health research is needed. To ensure that
we all reap the full rewards of this wealth of innovation, our health research agenda must include
a substantial investment in health services and prevention research. Health services research can
correct the underuse of effective interventions and continued reliance upon outmoded approaches
to patient care that contribute to the cost of care and the loss of life. Prevention research can help
us to reduce dramatically the incidence of birth defects injuries, certam cancers, and
cardiovascular and sexually transmitted dl“*’a‘%{"S

This type of research has led to remarkable reductions in vaccine-preventable dxseases and
childhood lead poisoning. Additional investments in research, conducted in partnership with
communities throughout the Nation, could lead to further dramatic reductions in illnesses,
injuries and deaths. For example, we know that at least 50 percent of spina bifida and
anencephaly could be prevented if all women capable of becoming pregnant took 400 micro-
grams of folic acid daily. At present only 25 percent of such women take this amount each day;
rescarch is necded to learn how to increase this proportion to virtually 100 percent. Orif all
bicyclists could be convinced to wear safcty helmets, we would reduce the risk of brain injury

. among bicyclists by 88 percent, Diabetes is another major area for potential prevention research

intervention. This rescarch could reduce significantly the development of adult-onset diabetes,
as well reduce the complications of diabetes by about half.



-,

11725797

TUE HUL G AN ou] 4l Ziuy SRR U R GO Y

Page 3 - The President -

Several converging trends argue strongly that the time for investing boldly is now. The aging of
the baby-boom generation will increase the prevalence of chronic diseases, such as osteoporosis,
Parkinson's and Alzheimer's diseases; preventing or delaying the onset of such diseases will

deliver enormous social and economic benefits. The growing health needs of minority and

socioeconomically disadvantaged populations demand specific attention to guarantee that all
Amencans reap the tenefits of new health knowledge, Changes in our health care system are
challenging traditionz] means of delivering care and conducting research. Government, industry,
academnia, and health care providers will necd to develop new ways to assess the health of the
public, to provide the highest quality care, to measure health outcomes, and to ensure that the
most effective interventions — old and new — are being used in‘everyday practice. In addition,
much of our Nation's research infrastructure is obsoleie. Investment in new buildings,
refurbished facilitics, innovative instrumentation, information technology systems, and, most
critically, training of scientists, are all vital to preserving our world leadership in health research.

Most importantly, our scientists are poised to change the practice of medicine in the most
fundamental ways, inpart because of extraordinary new research methods. Important strides in
imaging technologies make it possible to visualize living cells and whole organs, as well as the

architecture of individual molecules. The Human Genome Project is speeding the discovery of .

disease genes as it lays open the blueprint of human beings. Computer-based information
systems are embhng ;unentxsts 10 analv:ze rapidly the vast amounts of data being collected with
thcse new methods : "

With these and other tools in hand, we can realisticall y anticipate swcepmg changes in our
approaches to curing disease and protecting the public health. For example, physicians will be
able to select accurately the best course’of treatment for cancers of the prostate, breast, ovary

and other tissues because of new knowledge about genes and the molecular fingerprint of
individual tumors. Laboratory and clinical research will change the management of diabetes;
with improved methods for accurate blood glucose measurement and new methods of metabolic
control, the debxmzxtmo nerve, e\e and kidney complications of this disease will be prcvented

One day, because of gcncnc research we will be able fo 1denuf) mdmdua]s at increased risk for
diseases like hypertension and stroke, glaucoma, osteoporosis, Alzheimer's disease, or severe
depression, and design appropriate interventions. We will have effective vaccines for pandemic
diseases such as AIDS, tubt,n.uloms and malaria. The discovery of the obesity gene and its
hormone product, leptin, will be parlaycd into novel and safe strategies for appetite and weight
control.- We will be able to rejuvenate the failing heart by grafting healthy muscle cells to
cardiac tissue damaged by a heart artack New knowledge about the biological basis of craving
and addiction will result in medicat:ons targeted specnﬁcal!y to receptors in the brain which play
a role in substance abuse. '

Finally, rescarch to move discovcr?cs into the clinic, to-determine what works best in daily

_practice, and to improve the quality of patient care will lead to direct and immediate public

benefits, as weH as contribute to the solvency of the Meducare program Hea th services research

|
|
i
|
i
|
i
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has shown that 30 percent of patients reccive medical procedures that are not appropriate when
measured against rigorous clinical standards. By combining research on what works best in daily
practice and efTectively transferring that knowlcdge to practitioners with effective strategies for
measuring and improving qualit) we can reduce inappropriate variation, accelerate the pace at
which the benefits of science improve clinical care, and tdentva clinical treatments w}uch can
reduce costs and improve qualiny.

To achieve these exciting goals, I strongly urge you in your State of the Union addrcss and ﬁscal
year 1999 budget submission to propose these bealth research investments:

. Double NTH funding in 10 years, with a 50 percent increase in five years. Weneed a
1999 increase that is significantly larger than the 7.1 percent increase appropriated by the
Congress for 1998; T have proposed a 10 percent increase in 1999,

. Address most of the great research university and academic medical center laboratory
“construction needs in a bold fiv e-year program which combines matching grants and loan
guarantees. This would be funded within the \*m total.

. Create a boId new CDC prevention research-progmm to ensure the maximum public
benefit from the findings of health research, phasing up to $1 billion in 2008.

. Reinvent the Agéncy for Health Care Policy and Research to dramatically commit to the
new health services research we need to vigorously exploit new scientific knowledge to

improve the qua ity of health care plans w}u]e rcstmmng health care costs, phasing up to
$0.8 billion in 2008.

. The best way to accomplish this dramatic increase in health research, without
~ endangering other priorities, is a dedicated funding source such as an assessment on
Ainsurance premiums, or another suitable revenue source such as new tobacco legislation.

Mr. President, you lead the country at an auspicious moment in our history - a moment when
scientific opportunity is matched by economic and political feasibility. There is already broad
bipartisan support for a doubling of our Nation's investment in health research in response

to the extraordinary scientific promises I have outlined. You must seize this moment. By doing
s0, you, like President Roosevelt a half century ago, will estabhsh a lasting legacy of health for
future generations at home and abroad.

}?M

Donna E. Shalaia
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MEMORANDUM

FROM: - | | . Q\M@Aﬁ«_} |

SUBJECT: 21st Century Research<frast-'Fund

03@ ups —VP.

There is growing bipartisan support for a substantial new 1nvestment in b10med1ca1
research through the National Institutes of Health (NIH). This support is driven by the potent1a1
for breakthroughs in biomedical research and by i 1ncreasmg concerns that the rising costs of

DN carlng for the baby boomers will overwhelm the Medlcare trust funds There is also strong

Because of the amount of dollars necessary for such an investment to be h1stor1c and because of
the constraints imposed by the discretionary budget caps, we be11eve that the increased funding

should come rrmarlly, if not solely, from tobacco recei dﬂeopardlzlng

' While we be 1eve that the tobacco optron is advisa e, there are 1
including it in the budget. We will discuss these with you in the upcoming budget meetings.

! Since we’re not proposing to make this a fund that holds securities and gets interest

ayments, call it “a fund”, rather than a “trust fund”

~


mailto:WitmOSWp/arid0N1J3r0ffHHS~SF,t.]"'D@E'andr:;tl1eJfotl1ef;j;researcn;a'encieStll!liBaseo"Con
mailto:fl'@~~�w�~'����.w'-''''�'-~cl'i/;wtlyw''''R''''a''W'-l''"�'ww
http:i.mlli.mx
mailto:iiiI:::;:;,~t:;:;I.1::'L:i:;;:y.":-:i'~!:tE,m,i;�i:;i:'2L:i:.tufu:r:;;;:~i::.'f�:,w."atMW~"M@ti4r'1t�tt%\gbtWJ)_,.Y'o;vU-ill

Background

Reeent-progress-in-Biomedical research has ensured that many of the diseases Americans
faced a generation ago can now be prevented or treated. Smallpox has been eradicated
throughout the entire world and polio is gone from the Western Hemisphere. Because of a
combination of new therapies, AIDS patients can plan for a future they would have otherwise
been denied a few years ago. These successes, and many -others, would not have occurred
without our Nation’s strong sustained support of biomedical research.

We are now poised to make even more advances that could dramatically alter and
improve the way we treat diseases. There are several new technologies in medical research that
show great promise: important strides in imaging technologies make it possible to visualize
living cells and entire organs giving new insights into the structure of disease; computer-based
intervention systems glve 501entlsts an entire range of new tools to rapidly analyze vast amount
of new data; and flitire pi d

whieh-wit-enable smentlsts fo map the entire human genome and revolutionize how we
understand, treat, and prevent some of our most devastating diseases.

With new knnwledge about both genetics and the structure of tumors, scientists €3
wil-be able to pinpoint more effective treatments for prostate, breast, and ovarian cancer and
identify individuals at increased risk for diseases like; heart disease and stroke, AlzheimerS, and
severe depression. A more precise understanding of an individual’s genetic risks ¢
enable researchers to develop more targeted and effective medications. Finally, there is great
potential for effectlve vaccmes for global threats, such as AIDS malarla and tubercu1051es and

ve-health-and-humatre apaeity—NSF research in coniputer science, for example,
accelerated NIH’s sequencing of the human genome and led to the explosion of the Internet and
the World Wide Web. Other important questions lie ahead, such as how we learn and remember
and how to put a “supercomputer” on a single chip. New resources could also expand research
‘on environmental issues, such as climate change and urban environment, or educational
technology.

Support for a significant investment in research is both widespread and bi-partisan.
Congress, in recent years, has appropriated more funding to NIH than we have proposed. Earlier
this-year, 64 Senators signed a letter stating their support for doubling the NIH budget over the
next five years ($30 to 40 billion), and Senator Kennedy has included such a proposal in his

" tobacco settlement legislation. In addition, Senators Graham, Domenici, and Lieberman have
proposed aoubling all civilian-based research, including NSF and NIH.

However, there are two major barriers to ifi these types of investments: the
discretionary caps and the lack of funding. The structure of the dlscretlonary budget requires that




1ncreased fundrng in research comes at the expense other dlscretlonary programs like educatlon

Options to Incre‘a)se“m the Research Budget

Your advisors strongly believe that you should propose a 21st Century Research Fund,

ﬁnanced by an investment from tobacco dollars. —S-ueh—a—Fund—has—great—peterﬁra}—te—exped-rte

for-an-importantinerease-in-basic seren&ﬁe-research at NSF

established outside of the discretionary caps, réd

numbefs—rn—eontext—the Tobacco Settlement would 1nvest $25 brlhon over 8 years in research,

$17.5 billion over five years. Congress has also in recent years generously funded the NIH. If

last year’s growth rate of 7.1 percent were continued for 5 years, the NIH budget would increase

by $15.8 billion. In addition, the catch phrase “doubling the NIH” has become popular in

Congress. This means that the entire NIH budget would be twice as large in some future year

than 1t 1s in some past year. The costs of such policies depend on which years are chosen: 1€
ET ling, but in general are very high.

Research Fund The ﬁrst is HHS s passbaek—appeal? to increase the NIH budget by 8.4 percent
per year. This would cost $19.4 billion over five year, nearly doubling the 1993 NIH budget
(8103 bllhon) in ﬁve years, and doublrng the 1998 NIH budget ($13 6 blllron) by 2008. Wé '

include
grewt-h—rate—ef-? 24 percent) its funding would increase by $4 billion over 5 years, for a sum

o total of $23 billion.

The seeend-third option accepts both the NIH and NSF requested eemmended-1999
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funding level but reduces the growth rate in sﬁbsequent years (to gstimated bio-medical research
inflation for NIH and general inflation for NSF). This yields a total investment of $15.1 billion

over 5 years, $13 billion for NIH and the remaining $2 billion for NSF. This approach woil

k|

does—not allow you to say that we are doubhng the current budget. Howgver§ 1t

and NSF fhelr ﬁumber one priority: their FY 1999 budget requests.

hird-option OMBd ] hird-option?}

F¥99 FY0O FYO1 FY02 FYO: frotal

Discussion

- All of your advisors support a significant increase in biomedical and scientific
research [check]. HHS strongly advocates for the first option, to double the 1998 NIH
budget by 2008. This bold initiative would undoubtedly receive support from public
health groups, such as the National Breast Cancer Coalition, the American Heart
Association and the American Diabetes Association. The large infusion of funds might
also trigger the kinds of breakthroughs not possible with a smaller commitment.

However, most of your other advisors argue that $20 billion in new research
spending is too much. The larger investment would require major funding from the
tobacco, which could politically impossible. Even if we do choose a politically
acceptable amount of tobacco revenue, a large research component could take away
funds from other priority investments like child care and education. Finally, there may
not be enough, quality researchers and projects to fund with such rapid and large
budget infusions.

On the other hand, there is sbme level of investment that is too low to:



i

accomplish your goals. Recent history suggests that Congress could outstrip our
investment and lay claim to the role as leader in biomedical research. There is also a
large and growing constituency for doubling the NIH budget and expectations from the
research and patient advocacy community are high. As a consequence, an investment
of $10 to 15 billion for NIH alone — while major by most measures — may not be
considered visionary. '

(OMBif " on—put ithere}

Understanding their concerns, the DPC/NEC believe that if you take the lead in
substantially increasing the NIH budget and are the first to propose a credible means to
pay for it, then your commitment will be appropriately recognized. Thus, we
[Treasury?] recommend the second, $15 billion option. This circumvents the concerns
about too large an investment while making an important, immediate investment in
research. Clearly, the NIH and research community prefer HHS’s option, but NIH in
particular seems to be focusing on their first year number. We therefore believe that if
you take this option, you will get validation, but we will be working between now and
then to ensure that this is the case. This option also funds NSF as well as NIH, critical,
from the NEC perspective, to laying the foundation for research in the next century.
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- THEY HAVE RARE DISEASES, BIZARRE CONDITIONS.

SOME HAVE ONLY MONTHS TO LIVE.

THEY COME BY THE THOUSANDS TO NIH

IN BETHESDA,YEARNING TO BE CURED.

IBEST |

BY LARRY VAN DYNE PHOTOGRAPHS BY BARBARA RIES

ASON SHAFT AND HIS MOTHER,

Linda, have taken an evening flight

from Louisville to BWI and grabbed

a taxi to the National Institutes of

Health, the federal government’s
medical-research complex in Bethesda.
The driver drops them off at about 9:30 in
front of the Children’s Inn at NIH, which
provides free lodging for families with
children undergoing treatment there. They
quickly unpack their suitcases, pick up
sheets from the linen closet, and make
their beds. ‘ '

They are accustomed to this routine—
it's their tenth visit to NIH in the past eight
months—but Linda Shaft is worried this
trip about a pivotal medical exam Jason
will undergo the next morning. She cannot
get it out of her mind as she watches her
only child—a bright 15-year-old who has
been' ill nearly all his life—fall asleep
across the room.

The Shafts, who live in the little town of
Shepherdsville, Kentucky, have known
since Jason was two months ofd that he
. suffers from a genetic disease called neu-
- rofibromatosis-type 1. The illness was rec-
ognized at a Louisville hospital where they
took him because he was underweight and
suffering from a severe cold.

Neither Linda nor her husband, Kevin,
had ever heard of NF-1, and they were
taken aback when the geneticist asked
which of them also suffered from the dis-
ease and had passed it on to Jason: “Which
one of you is it?”

To the geneticist the answer was obvious
from a glance at Kevin’s back, which bore

Jason Shaft, a 15-year-old from Kentucky,.

has nonmalignant—but life-threatening—
tumors growing throughout his body. It's
always a tense time when he comes to
NIH in Bethesda to see if the drug he’s
been given is having an effect.

a big brownish spot that Kevin had always
thought was a birthmark but was actually

one the disease’s elltale signs. It was a,

complete surprise to Kevin, because he
suffered from none of the disease’s worst
symptoms.

JASON HAS NOT BEEN SO LUCKY.
Tumors grow along his nerves, in bead-
like chains just under the skin and deeper
along his spinal column, in his neck, and
near his internal organs. These growths—
ranging from the size of a pea to the size of
a peach——are not malignant, but they could
become so. He also has scoliosis (curva-
ture of the spine), which has left one
shoulder higher than the other, and he suf-
fers from hearing loss—65 percent in one
ear, 25 percent in the other. He has always
been short for his age, due to a pituitary-
gland dysfunction, though treatment with
growth hormones has helped him add 17
inches in the past four years. He's now
five-foot-three.

- Since no drug has proved effective in de-
stroying NF-1 tumors, the only real option
is surgery, which Jason has undergone on
five occasions. The first, when he was
four, was done in Louisville after an ortho-
pedist noticed a difference in the size of
Jason’s feet—a clue that tumors were in-
terfering with nerves along his spinal cord.

When he was 12, another mass of tu-
mors in his lumbar region was removed at
another hospital. During that procedure, he
suffered an injury that left him blind in his
right eye. - ‘

Since then he’s had tumors removed at
hospitals in Louisville and Memphis and
at Children’s National Medical Center in
Washington, where he also was enrolled in
a clinical trial of a drug that proved inef-
fective in slowing tumor growth:

Though Kevin Shaft continues working
as a trucker, Linda quit her job as a program

director at a YMCA to devote much of her
time to Jason and his iliness. One of the du-
ties she’s taken on is keeping abreast of re-
search developments and staying in touch
with experts like Dr. Roger Packer, one of
Jason’s doctors at Children’s. After return-
ing to Kentucky, she called Packer every
few weeks with the same message: “If
there’s ever any study Jason might qualify
for, please don’t forget him.”

IN JULY OF LAST YEAR PACKER
called to say that a new study at the Na-
tional Cancer Institute, where he served as
a consultant, might offer some hope. The
study was designed to test the safety of a
drug called phenylacetate on children with
malignant brain tumors, one of the most
difficult cancers to cure.

NIH was willing to treat Jason in the
study because his tumors, while not malig-
nant, were life-threatening and had s0 sur-
rounded his blood vessels, nerves, and or-
gans that they were no longer operable.

Jason began receiving the drug in Au-
gust of last year. For 28 days at a stretch he
wears a fanny pack that contains an intra-
venous bag and a pump that delivers the
drug through a catheter in his chest, and he
comes to the National Cancer Institute pe-
riodically to assess whether the drug has
had any effect on the growth of his tumors.

‘He has hundreds of them throughout his

body, but Dr. Peter Adamson, the study’s
principal investigator, has settled on about
ten larger ones in his neck and along his
spine for monitoring. They’re checked by
a magnetic-resonance-imaging machine,
which offers a view of the body’s interior
that was unthinkable just a generation ago.

Tomorrow morning, after Jason awakes
at the Children’s Inn, he’ll go up the hill to
the hospital and lie inside the MRI unit for
more than four hours whilé his mother
waits outside for the news. -
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- LET THE Sick BE HEALED

NIH iS ONE OF THE REGION'S PRE-
eminent institutions, and its presence in
Bethesda is both a case of felicitous sym-
bolism and an accident of history. The
symbolism arises from the Bible, in which
Bethesda is the Hebrew name of a grea
pool of water in Jerusalem blessed by an
angel with the power to heal the impotent,
the blind, the halt, and the withered. The
accident of history dates from the mid-
1930s and was sel in motion by a wealthy
Washington couple—Luke Wilson, whose
money came from a sporting-goods store in
Chicago, and his wife, Helen, the daughter
of a founder of Washington’s own Wood-
ward & Lothrop department store.

In 1935 the Wilsons offered to donate
half of their 94-acre “Treetops’ estate in
Bethesda to the federal government, a gift
that fell eventually into the hands of the
National Institutes of Health, then a small
federal agency operating out of a few
buildings on a hilltop just east of where the
Kennedy Center now stands. Though NIH
first intended only to build a facility on the
Wilson estate to house animals used in ex-
periments, it moved its entire operation
there by the late 1930s and has added land
through gifts and purchases.

The NIH campus now encompasses just
over 300 acres, between Rockville Pike
and Old Georgetown Road, and is covered
not only with groves of mature trees but
with more than 50 buildings. NIH has 18
institutes under its purview, all but a hand-
ful with research operations here and each
devoted to a cerain disease or medical
discipline.

The oldest and by far the largest, with al-
most a fifth of the NIH budget, is the Na-
tional Cancer Institute, which was created
in 1937. Six others trace their origins to
the years immediately after World War

li—Heart, Lung, and Blood (1948); Alter- -

gy and Infectious Diseases (1948); Dental
Research (1948); Mental Health (1949);

- Diabetes and Digestive and Kidney Dis-
eases (1950); and Neurological Disorders
and Stroke (1950).

Newer institutes have arisen out of con-
gressional mandates, the political clout of
disease lobbies, frem heightened con-
sciousness of certain health problems, and
from the advancement of scientific tech-
nology. Among the institutes created in the
1960s were Child Health and Human De-
velopment (1962), General Medical Sci-
ences (1962), the National Eye [nstitute
(1968), and Environmental Health Sci-
ences {1969), which is based in North Car-
olina’s Research Triangle.

Since then have come Aging (1974) and
Drug Abuse (1974), both of which do the
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bulk of their work in
Baltimore; -Alcohol
Abuse and Alco-
holism (1974); Ar-
thritis and Muscu-
loskeletal and Skin
Diseases  (1985);

Communication
Disorders (1988);
and Nursing Re-
search (1993). The
National  Humuan
Genome Research
Institute, whose ori-
gins date to 1989, is
involved in the excit- :
ing field of human genetic research, and
new units have been added in recent years
on AIDS research, women'’s heaith, and al-
ternative medicine.

THE FACT THAT NIH [S A CREATURE
of the federal government is obvious from
the names on the sides of its buildings—
names that reflect Washington's culture of
bureaucracy and politics. Each building is
assigned a number as impersonal as the
prose of the Federul Register-—RBuilding |
houses the central administration, Build-
ing 6 has laboratories for the National
Cancer Institute, and Building 28 is a hos-
pital for animals used in research. But sev-
eral of these buildings also bear the names
of congressmen and senators who have
served as promoters of the NTH budget—
from Claude Pepper, the New Dealer from
Florida who is often considered the leg-
islative father of NIH, to Lister Hill of Al-
abama, John Fogarty of Rhode Island, Sil-
vio Conte of Massachusetts, William
Natcher of Kentucky, Lowell Weicker of
Connecticut, and Warren Magnuson of
Washington.

In the organization chart of the federal .

government, NIH falls within the Public
Health Service, which in turn is part of the
Department of Health and Human Serv-
ices. Its annual appropriation provides
about 31 percent of all the mouney for med-
ical research in the United States, with an-
other 52 percent coming from drug compa-

nies and the rest from other federal agen--

cies, states, foundations, and other sources.
- Federal spending on medical research
has risen dramatically since World War 11,
and this. year the NIH budget is about
$12.7 billion. That's only stightly less than
spending on NASA (§13.7 billion) or the
Energy Department ($14.2 billion). With
about 16,000 employees in Bethesda, NIH
is also one of the engines of the Mont-
gomery County economy-—a magnet, like
the Food and Drug Administration in near-
by Rockville, in the county’s effort to at-

i

Patients from across the country get
cutting-edge medical treatment in about
900 studies, involving dozens of diseases,
at NiH's Clinical Center in Bethesda.

tract companies in the emerging field of
bivtechnology.

NIH spends about 6 percent of its budget
on its central administration in Bethesda
and another |1 percent on research there,
but the bulk of its money, about 83 per-
cent, is sent out via grants to university
medical centers around the country. The
competition for these peer-reviewed grants
is tough and getting tougher—only 28 per-
cent of the 24,000 grant proposals received
last fiscal year were funded. Johns Hop-
kins University in Baltimore got the most
money ($279 million), followed by the
University of California at San Francisco
($213 million), the University of Washing-
ton ($212 million}, and the University of
Pennsylvania ($187 million). Locally,
Georgetown got $43 million and George
Washington $24 million.

This national scope also is apparent in

the distribution of Nobel Prize winners

whose research was supported by NIH
grants. Four did their work in Bethesda,
but 88 did theirs elsewhere, including
Harold Varmus, a cancer researcher from
California who assumed the post of NIH

‘ director in 1993.

SOME OF THE WORK GOING ON iIN

 Bethesda is “basic research”—studies lim-

ited to the laboratory or to animals and
aimed at understanding the human body
and its diseases at the most fundamental
level. But there's also a lot of “clinical re-
search,” which involves patients like Jason
Shaft who are willing—and often eager—
to volunteer for studies of diseases and ex-
perimental treatments.

For them the heart of NIH is Building
10, the i4-story hospital that is also known
as the Clinical Center and sits in the mid-
die of the campus. All patients, regardless
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Virginia Via has spent 90 weeks at NIH
so doctors could study her Alzheimer's
disease. To pass the time, she has
crocheted 30 afghans.

of their disease or the institute that’s study-
ing them, are routed through this building
for tests or treatment. Opened in 1953—
the first patient was a 67-year-old farmer
from Gaithersburg with prostate cancer—
the Clinical Center is named in honor of
the late Warren Magnuson, the legislator
from Washington who was a longtime
champion of NIH. A multimillion-dollar
renovation and expansion—ijust now be-
ginning—alse will honor another NIH
supporter, recently retired Senator Mark
Hatfield of Oregon.

The Clinical Center is not intended to
handle the patient load of a community

hospital; its 7,000 inpatients and 68,000

outpatients last year were far fewer than the
44,000 inpatients and 139,000 outpatients
at Inova Fairfax Hospital, one of the Wash-
ington area’s busiest. The Clinical Center is
nevertheless a formidable institution—a
brick-and-glass monolith that includes 325
beds for patients, hundreds of rooms, and
nine miles of corridors. The staff includes

1,200 physicians, dentists, and PhD Ascien-y

tists as well as 660 nurses and 540 others,
ranging from dietitians and medical tech-

nologists to therapists and pharmacists.
The clinical pathology department on the
second floor is the size of a football field,
and the pharmacy dispenses about 40,000
capsules and 1ablets each day.

To accommodale patients who come
from all over the country, NIH operates a
shuttle bus from National and BWI air-
ports, and it has a travel agency in the
lobby to book flights. The Children’s Inn
has rooms for 36 out-of-town families. On
the top floor of the Clinical Center there’s
also a gymnasium, an exercise room, a
playroom for kids, an auditorium, and a

chapel, which features a wall hanging .

based on the story of Bethesda in the Bible.

BUT IT'S WHAT THE CLINICAL CEN-
ter does not have—no emergency room, no
obstetrics ward—that -provides a clie to
the unique nature of the place. It is a're-
search hospital in the deepest sense, so
poised on the cutting edge of medical sci-
ence that ordinary cases, like that of a con-
struction worker who breaks an arm while
working on campus, are referred to nearby
Suburban Hospital. This special mission is

reflected in the Clinical Center’s “bench-

to-bed” design, with laboratories where
scientists work at waist-high' benches
placed across the hall fiom patient rooms.
And while other hospitals do clinical re-

search, no other hospital in the world has
so many research beds at its disposal.

That distinction—along with the Clini-
cal Center’s federal status, its record of ac-
complishment, and its ability to draw pa-
tients from across the country—gives it a
claim to the title of America’s Hospital.

Nearly 21,000 of its patients—just over
half-—come from the District, Virginia,
and Maryland. Of those, Maryland alone
accounts for 12,800. But every other re-
gion is well represented—2,200 from Cal-
ifornia and elsewhere oul West, 3,800
from the Middle West and Great Plains,
4,000 from the South, and 5,800 from New
England, New York, and Pennsylvania.

Patients come from all walks of life, rich
and poor. This being Washington, the pa-
tient mix includes politicians and other
V1Ps, from the late Billy Carter (pancreat-
ic cancer) and the late Oklahoma Con-
gressman Mike Synar (brain cancer) to
ABC television journalist Sam Donaldson
{melanomay).

Like Jason Shaft, they often suffer from
illnesses that have ruined their lives or
threaten their existence. Often they are re-
ferred to NIH as a last chance. Filled with
the same desperation that brought the sick
and dying to the healing pool of ancient
Bethesda, they come with the hope that
modern science can make them whole.

LosT MEMORY

VIRGINIA VIA, AGE 83, 1S A CHARAC-
ter from an era in Washington life that has

- faded away. Her late husband worked as a

conductor on some of the last of the city’s
trolley cars. And she was once manager of
the beauty salon at Woodward & Lothrop,
the department store that has now closed
its doors. Lady Bird Johnson and Pat
Nixon were among her clients.

After retiring from Woodies in 1973,
Via lived on family farms in southern
Maryland, where she looked after a few
calves, remained active in church, and
drove about visiting her grandchildren.
But in the late 1980s; as she was ap-
proaching her mid-seventies, members of
her family began to notice she was getting
forgetful. She’d fail to show up when in-
vited to family dinners, she'd sometimes
pay the yard man twice, and she’d take
more than the prescribed dose of her
blood-pressure medicine.

Her grandchildren, Franklin and There-
sa, asked her doctor whether she might be
suffering from Alzheimer’s disease. The
doctor had neither a simple diagnostic test
nor treatment to offer but told them that
the National Institute of Mental Health
was studying Alzheimer’s and was looking
for volunteers.

An initial evaluation at the Clinical Cen-
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Michael Selmer volunteered to take a
substance aimed at growing new blood
vessels to bypass blockages in his heart.
Earlier he had survived a heart attack
and lost a leg to bad circulation.

ter in 1992 determined that her grandchil-
dren’s suspicions were correct and that she
would be an excellent candidate for stud-
ies by Dr. Trey Sunderland of how
Alzheimer's works and whether certain
drugs might help.

OVER THE NEXT FIVE YEARS, VIA
became one of the most faithful patients in
the Clinical Center’s Alzheimer’s unit, al-
ways willing to volunteer for yet another
study. “If there is something out there to
help me or someone else,” she’'d say, “I
want to do it.” She has participated in four
lengthy studies involving experimental
drug treatments, sometimes receiving the
active drug and other times getting a place-
bo. On 11 other occasions she has come in
for cognitive tests, brain scans, spinal taps,
and other tests and examinations. In all she
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has spent ‘about 90 weeks living at the
Clinical Center—one stretch lasting six
months.

Usually she’s there with several other
Alzheimer’s patients, who are paired off in
double rooms but share meals around a big
table in a common room that includes
comfortable sofas and a television—all be-
hind doors that are locked to prevent pa-
tients from wandering. Via brought along
several pots of geraniums, which she cared
for, but found it difficult to while away the
hours until one of the nurses suggested she

renew an interest in crocheting. Her first -

project was an afghan for the Clinical Cen-
ter’s pediatric unit, followed by others for
her grandchildren and charities—all in
simple but glorious two-color patterns and
some large enough to cover a bed.

As her Alzheimer’s has progressed, she
sometimes forgets and makes too many of
the crocheted squares from which the
afghans are constructed. But no one who
receives one of her works is complaining.
And plenty of people have. Not long ago
she finished afghan No. 30. .

LET A THOUSAND

STUDIES BLOOM
EVERY PATIENT ADMITTED TO THE
Clinical Center is enrolled in a scientific
study known as a “protocol.”” These proto-
cols—which must be approved by one of
several NTH review boards for their ethics,
safety, design, and significance—are the
standard methodology of modern biemed-
ical research. While some of these studies
are understandable to laymen, others have
long, complicated names that are virtually
indecipherable.

Protocol # 93-H-0209, for instance, is ti-
tled “Development and Assessment of a
DDD Pacing Device with Automatic Re-

-verse Hysteresis Atrioventricular Delay

for Treatment of Drug-Refractory Symp-
toms in Obstructive Hypertrophic Car-
diomyopathy: Determination of the Mole--
cular Basis for Pacing-Induced Altered
Hemodynamic and Electrical Cardiac Be-
havior”” Which, I'm told, has something to
do with the heart.

Protocols, which are drawn up by a
“principal investigator” and a team of as-
sociates, pose a question aimed at pushing
closer to a complete understanding of the
mechanisms and eventual cure for some
disease or disorder.

What causes certain diseases: Is alco-
holism related to attention-deficit disor-
der? Do some migraine headaches have a
genetic basis? Can domestic abuse result
from panic disorder?

How can diseases best be treated: Do
breast-cancer patients ‘have better arm
movement if they’re given radiation before
surgery rather than after? Can thalido-
mide—the drug that caused hundreds of
ghastly birth defects when administered to
pregnant women in Europe during the
early 1960s—help cure prostate cancer?

There are about 900 studies under way
on the Bethesda campus at any moment.
The National Cancer Institute, with about
250 protocols, has the most, followed by

“the National Institute of Mental Health,

with about 125, There are wide differences
in duration—some protocols lasting just a
few months, others stretching back into the
1980s and a few into the 1970s. Between

20 and 50 patients are enrolled in a typical

study, though some have as few as 3,'and a
handful have several hundred. And while
many studies offer patients experimental
drugs or other treatment, some involve
nothing more than tests and observation.

THESE STUDIES COVER DOZENS OF
diseases and disorders. Some diseases,
while not life-threatening, nag at the qual-
ity of their victims’ lives—from stuttering
and infertility to sleep disorders, short




stature, and anxiety attacks. But others are
the much-feared killers of thousands. Can-
cer, which can arise in many variations and
strike any part of the human anatomy, kills
about 540,000 Americans each year.
AIDS, which is caused by the human im-
munodeficiency virus codiscovered in the
mid-1980s by French scientists and NIH
researcher Dr. Robert Gallo, annually kills
another 46.000.

To get an idea of the scope of research
on the. Bethesda campus, flip through a
looseleaf binder containing a one-page de-
* scription of gvery protocol—a binder
that’s six inches thick. Some of the dis-

eases have a contemporary ring—chronic-

fatigue syndrome, seasonal affective disor-
der (SAD), attention deficit disorder, post-
traumatic-stress disorder. But others—Ilike
malaria, rickets, and tuberculosis—are an-

cient diseases that persist even in the mod-

ern world. Some have names most of us
have heard—Tourette's disorder, cystic fi-
brosis, Parkinson’s disease, Marfan syn-
drome, epilepsy, Tay-Sachs disease, sickle-
cell anemia, multiple sclerosis—but others
are so rare that they are familiar only to
doctors and those unfortunate enough to
suffer from them.

Many of these rare illnesses, sometimes
referred to as “orphan diseases” because
they affect so few people, get more atten-
tion at NTH than anywhere else in the
world. Studies of these diseases often pro-
vide clues to caring afflictions that are more
conunon, which is why NIH has some of
the leading experts on such things as these:

PANDAS. Short for Pediatric Autoim-
mune Neuropsychiatric Disorders Associ-
ated with Streptococcal infections. After
contracting strep throat, children with this
disease become obsessive-compulsive and
suffer from tics.

Job’s syndrome. Like the biblical charac-
ter whom God tested by afflicting him, vic-
tims of this disease suffer from boils on their
bodies and are susceptible to infections.

Tangier disease. A genetic lipoprotein
deficiency that affects the nervous system.
It was discovered by former NIH director
Donald Fredrickson among residents of
Tangier and other islands of the Chesa-
peake Bay. '

Turner’s syndrome. This chromosomal
disorder affects girls; patients suffer from
short stature and abnormal ovarian devel-
opment resulting in infertility.

WITH SO MANY DISEASES BEING
studied at the Clinical Center, a walk
through its lobby and corridors can be a
heart-wrenching experience. Some pa-
tients are confined to wheelchairs, tap
along with canes, or are wearing splints or
bandages. Others suffer from stunted

growth, obesity, disfiguring skin diseases,
or disorders that have left their bodies dis-
torted in ways that provoke strangers ei-
ther to stare or to turn away.

Treatment too comes at a price—limbs
lost to surgery, bodies puffed up by drugs,
hair lost to chemotherapy. At the National
Cancer Institute, one benefit of volunteer-
ing for some studies is a free wig.

The techniques NIH uses to understand -

and treat these diseases cover the full
range of state-of-the-art medicine. High-
tech machines—from widely used MRI
and CAT-scan units to more exotic PET
scanners—provide detailed views of the
body’s interior 1o study disease and normal
processes alike. One researcher is using

mans, first to see if they are safe and at
what dosages and then to see if they are ef-
fective——the twin standards applied by the
Food and Drug Administration before a
drug goes on the market.

In all, says George Grimes of the Clini-
cal Center pharmacy, NIH studies are
using about 1,750 drugs at the moment,
150 of which are not yet approved for sale.

GROWING NEW

BLOOD VESSELS

MIKE SELMER STEPPED OUTSIDE
his house in Beltsville, Maryland, at half-
time of the 1991 Super Bowl to take a
smoke, lighting up as he had for 35 years.
When he came inside his wife noticed that

The techniques NIH uses to understand and

treat these diseases cover the full range of

- state-of-the-art medicine.

such machines to study how the brain
functions when people play chess. Other

studies test surgical techniques, including

one- that is trying to discover whether
breast-cancer patients do better with radi-
cal or nonradical procedures. Still other
studies are testing medical devices, one of
which is a leg brace for children who suf-

~ fer from brittle bones caused by. a disease

called osteogenesis imperfecta.
The Bethesda campus of NIH also has

" been a pioneer in gene therapy, the promis-

ing new technique that seeks to cure dis-
eases by replacing a patient’s faulty genes
with corrected copies. In 1990, a team of
scientists from the National Cancer Insti-
tute and the National Heart, Lung, and
Blood Institute—led by Dr. French Ander-

“son, Dr. Michael Blaese, and Dr. Steven
-Rosenberg—conducted the first gene-ther-

apy trial by inserting a corrected copy of a
faulty gene into white blood cells to re-
verse a four-year-old girl’s rare immune
deficiency. Rosenberg also has experi-
mented with gene therapy in treating pa-
tients with melanoma.

But no treatment at NIH is quite as com-
mon as drugs, which are used in an esti-
mated 70 percent of the studies in which
some form of treatment is offered. Some
of these drugs already are widely used
against certain illnesses but are being tried
at NiH on different diseases—a drug that
is effective on schizophrenia, for instance,
is now being tried on obsessive-compul-

. sive disorder.

Other drugs, donated by pharmaceutical

- companies, are experimental compounds

that have passed tests on animals and are
now being tried for the first time on hu-

he looked pale, and he admitted to a little
tightness in his chest, even as he dismissed
it as a cold. Sensing that it might be more
serious, she insisted on calling his doctor,
who told her to call an ambulance. On the
way to the emergency room, Selmer suf-
fered a massive heart attack that put him in
intensive care for a week and led to the
discovery of blockages in the arteries of
his heart and to quadruple-bypass surgery.

Selmer, who was 58 at the time and
owned a small house-remodeling compa-
ny, quit smoking after the heart attack.
But about six months later he reached

‘under his car seat one day for a rag to

wipe his fogged-up windshield, and his
hand came to rest on an old unopened
pack of cigarettes. “I opened it and lit one

up,” he remembers. “It was the best high.

I’d ever had in my life. I felt it from the
tip' of my toes to the tip of my fingers.
The rush was so strong I had to pull to the
side of the road.”

He took to sneaking smokes—even re-
sorting to walking the dog so he could be
alone-—despite the warning from doctors
that smoking and his lifelong diet of fatty
foods had damaged his circulatory system
and put him at risk for more trouble. He fi-
nally quit again when he began having
trouble with his left leg—intense pain and
difficulty walking, the discovery of an ar-
terial blockage in his upper leg, replace-
ment of his femoral artery with a plastic
tube, repeated blood clots, and eventual
amputation below the knee a little more
than two years ago. That took a long time
to heal, but he eventually was fitted with a
prosthesis and returned to playing golf.

Continued on page 117
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Last Best Hope

Continted from page 83

: PATIENTS LIKE MIKE SELMER WHO

suffer from clogged blood vessels around
the heart normally are treated either by an-

gioplasty or related techniques to clear the

blockage or by surgery to bypass it. Sever-
al years ago Dr. Ellis Unger and his col-
leagues at the National Heart, Lung, and
Blood Institute began experimenting with
a third possibility—using a genetically en-
gineered substance called “basic fibroblast
growth factor” to nudge the body into en-
larging or creating blood vessels around

the heart to circumvent the blockages. Ex-

periments on dogs using the growth factor
were so successful that Unger got approval
to begin experiments on humans, and last
January he placed an ad seeking volun-
teers in a local newspaper called the Se-
nior Beacon.

Selmer, now in his mid-gixties, was sit-
ting around the house one day last January
when he ran across Dr, Unger’s ad. In-
trigued by'the idea, he decided to volun:
teer: “There was a certain amount of dan-
ger, but it had worked with animals, so 1
figured it might help me.”

After a thorough physical-—another ben-
efit of volunteering at NIH—he was told
that the study was designed simply to test
the growth factor’s safety in humans and
that he might receive either the growth fac-
tor or nothing more than a placebo. He got
his treatment at the Clinical Center last
February, and he's had some follow-up
menitoring of his eyes to make sure the
growth factor does not induce growth of
blood vessels in that sensitive area.

It turned out that Selmer did receive the

~growth factor rather than the placebo, and
he is convinced not only that it had no il
effects but that it has made him feel much
better, reducing his angina attacks and re-
fiance on nitroglycerine pills. That may be,
but rigorous scientific proof of the growth
factor’s effectiveness awaits a trial with a
different group of patients that may get
under way next year.

SEARCHING FOR

VOLUNTEERS

NIH SCIENTISTS ARE CONSTANTLY
looking for volunteers for their ' studies,
working through a variety of channels to
drum up énough patients with just the right
disease or disorder. A prime source is
other doctors, who refer patients with baf-
fling or difficuit-to-treat illnesses because
they’re aware that NIH has expertise to
“offer. Sometimes this awareness comes
from reading articles by NIH researchers
in medical journals, hearing their speeches

at medical ‘conferences, or receiving a let-
ter from: NIH alerting them to a new study.
Other times the connection is more per-
sonal. A referring physician may be aware
of NIH because he or she trained there,
knows someone at NIH from medical

“school, or has referred patients in the past.

Researchers also find patients by devel-
oping links with the dozens of national as-
sociations, foundations, and patient sup-
port groups orgzuiized around various dis-
eases. The Foundation for lchthyosis and
Related Skin Types is helping recruit fam-
ilies with these disorders through its
newsletter. The Nationa! Instituie of Aller-
gy and Infectious Diseases has established
links with neighborhood clinics in the
Washington area to increase the number of
African-American patients in certain stud-
ies of HIV and AIDS.

THERE ALSO ARE WAY S FOR POTEN-
tial patients to initiate a contact with NIH
directly, though a doctor’s referral eventu-
ally is required of anyone who enrolls in a
study or becomes a patient at the Clinical
Center. Brief descriptions of studies in
every institute are posted on the World
Wide Web (click on Current Clinical Re-
search Studies at http//www.cc.uih.gov).
Some institutes also run ads in newspa-
pers, and stories on television and in the
press often generate an outpouring of re-
cruits. A report on Dr. Ellis Unger’s heart
study in USA Today brought in about 100
new volunteers.

People who are ill—or their doctors—
may also call toll-free numbers (o get in--
formation about studies being conducted
on the NIH campus. You may call 888-
624-1937 for cancer, 800-772-5464 or
800-243-7644 for AIDS-HIV, and 800-
411-1222 for studies of other diseases.
Typically about 75 percent of calls come
not from doctors. but directly from ill peo-

- ple or their relatives.

Some seem desperate. “I remember a
gentieman calling who had a lung disor-
der,” says Dottie Cirelli, who runs one of
the phone banks. “Treatments hadn’t
worked, the disease was terminal, .and I
could hear he was having trouble breath-
ing. Unfortunately, we weren’t studying
his disease at the time. You try to be help-
ful in cases like that, perhaps referring
someone to some other medical center.
But sometimes all-you can do is spend
time listening.”

SOME STUDIES, ESPECIALLY THOSE
involving such diseases as cancer and

'AIDS, are flooded with so many volunteers

that enrollment is shut off or waiting lists
are established. Far more common, though, -
are studies that can’t find as many subjects

SEPTEMBER 1997 117


http:tittp:/Iwww.cc.nih.gov

as needed—designed for 20 patients per-
haps but with only one enrolled after six
months or approved for 250 patients but
able to find only 60 after several years.
Ore difficulty: Patients in other parts of
the country sometimes choose to go to aca-
demic medical centers closer to home. Iron-
ically, these centers’ research may be sup-

" ported by NIH grants and some of their per-

sonnel may have been trained in Bethesda.

The pool of potential patients may also
be limited by the nature of the disease it-
self, Some are so rare that only a handful
of people in the entire country are affected,
requiring years to accumulate the patients
needed to push research forward.

For other diseases, the recruiting pool is

they are paid a small fee to cover their
time and discomfort. v
NIH has a registry of about 6,300
healthy volunteers, and last year about
3,500 were asked to participate in every-
thing from studies of sleep disorders to the

process of aging. Most are residents of the .

Washington area who can get to Bethesda
easily, some are NIH employees, but oth-
ers come from afar, including relatives and
friends of patients. '

TRYING TO L1VE PAST
THE AGE OF 13

TARA LEE SHELLHOUSE WAS JUST
short of two when a blood test at the Med-
ical College of Georgia in Augusta deter-

When no treatment exists, or standard treatments

have failed, doctors may at last say, “If any place

in the world can help you it would be NIH.”

limited because they affect only a certain
segment of the population-—~the old, the
young, men, wormen, or a certain racial or
ethnic group. One study, for instance, is
exploring the reason for high levels of obe-
sity among African-American women.
Other researchers are working on Gauch-
er’s disease and Tay-Sachs, which affect
mainly Jews,

Even if you have a particular disease,
there’s a chance that you might be turned
down because researchers are looking for
volunteers with very specific profiles. They
may be looking only for people of a certain
height or weight or whose blood pressure is
in a given range. Sometimes they’re inter-
ested only in studying patients suffering
from a disease at a certain stage—eliminat-

-ing those who are already too sick and oth-

ers who are not sick enough. Other times
they specifically exclude people who al-
ready have been exposed to certain drugs,
so as not to distort the results from experi-
mental drugs under investigation.

NIH IS UNUSUAL IN ANOTHER RE-
spect: Certain volunteers are enrolled in
studies not because they suffer from ill-
ness but bécause they are healthy. These
volunteers are used to understand what is
normal in the functioning of the human
body and mind; in one study, researchers
are observing how people walk to deter-
mine what constitutes a “normal gait.”
Such volunteers are used in dozens of
studies, filling out questionnaires, taking
psychological tests, working out on exer-
cise machines, giving samples of blood
and urine, getting spinal taps, being exam-

ined by high-tech scanners. Frequently
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mined that she was suffering from a rare
illness called chronic granulomatous dis-
ease. First recognized and named by re-
searchers in the mid-1960s, CGD is
caused by a genetic defect in which certain
of a person’s white blood cells do not man-
ufacture disease-fighting hydrogen perox-
ide. That made its young victims so sus-
ceptible to infections that their prognosis
was an early death.

“They told us horrible stories,” remem-
bers Tara’s mother, Brenda. “They said she
would never be able to go to school in a
regular classroom because of the risk of
infection and that a lot of kids didn’t live
past the age of 13

Other doctors were more optimistic and
monitored Tara’s illness as she finished
high school and even did some modeling.
But there were tough times, including two
extended hospitalizations at Duke Univer-
sity Hospital when she was 6 and again at
12. Twice she started college but became
too ill to continue, and finally she went to
work as the office manager of her family’s
funeral home in Aiken, South Carolina.

Last February she was overtaken by vet
another infection, which she could not
shake despite a month in the hospital in
Augusta. In April she arrived at the Clini-
cal Center in Bethesda—a logical place
considering doctors there had experience
with about 120 of the 1,100 CGD victims
thought to exist in the United States.

Tara, now 24, was in such terrible shape
thather father had to lift her from the taxi
to a wheelchair to bring her into the Clini-

cal Center. She was suffering from a no-

cardia infection, and she eventually sank
so low that she spent a couple of weeks in

the intensive-care unit and was placed on a
ventilator. She does not even remember a
visit from South Carolina Senator Strom
Thurmond, who once owned a home in
Aiken built by her father, Robert, and
whose son and daughter were her high-
school friends.

AMONG THOSE IN CHARGE OF
Tura’s- case was Dr. John Gallin, who
serves as the Clinical Center’s top admin-
istratot in addition to continuing research
on CGD and othér rare diseases. During
more than two.decades of work at the Na-
tional Institiite for Allergy and Infectious
Diseases, Gallin has been one of the lead-
ers in figuring out the mechanisms of var-

“ious types of CGD, in isolating the genet-

ic flaws that cause them, and in finding
drugs that have reduced infections by 70
percent,

So Gallin and other members of his re-
search team, Dr. Harry Malech and Dr.
Steven Holland, had lots of experience in
dealing with cases like Tara’s. They
arranged for doctors at Georgetown Uni-
versity Medical Center to surgically re-
move some of the infection from her an-
kles and knees, they gave her normal white
cells capable of manufacturing the hydro-
gen peroxide her own cells could not, and
they put her on cotrimoxazole, one of the
drugs that had. been effective with other
other CGD patients.

It worked: Three months after being car-
ried into the Clinical Center she walked
out on her own to return to South Carolina,
In the long term her hope for a permanent
cure may depend on gene therapy, which
Gallin and his colleagues already are
working to perfect..

gHERE THERE [S A
HANCE FOR A CURE

MANY PATIENTS WHO ENROLL IN
studies at the Clinical Center have arrived
at a point in their illness when all other op-
tions seemed to have been exhausted.
Often they have spent months or years
consulting with a primary-care physician
and with hometown specialists, or been
examined and treated by doctors at other
medical centers. But nothing has
worked-—the diagnosis is uncertain, no
treatment exists, or all the standard treat-
ments have failed—and the doctors have at
last said, “If any place in the world can
help you it would be NIH.”

So NIH becomes a place of last resort:
Perhaps here—with all the high-tech
equipment, with the concentration and in-
terplay of some of the best minds in medi-
cine, and with access to experimental
drugs—there is a chance for a cure.

Another bonus is that all treatment at the



Dr. John Gallin is head of the NiH Clinical
Center and an expert on chronic granulo-
matous disease. A recovered patient, Tara
Shellhouse, is ready to go home after
three months of treatment.

Clinical Center is free. Budgetary pressures
have put this tradition under stress—more
people these days are treated without ex-
pensive inpatient visits, follow-ups of pa-
tients don’t stretch out as long as they once
did, ailments that are not strictly related to a
study. are left to hometown doctors, and
there has been talk higher up in the govern-
ment of forcing NIH to recoup some of its
costs from health-insurance companies.
But free care survives—a godsend not
only for the estimated 20 percent of Clini-
cal Center patients- without health insur-
ance but also for those whose illnesses
have gone on so long that they are bump-
ing up against private insurers’ spending
caps, face insurers’ unwillingness to fi-
nance experimental treatments, or have
drained their own pockets. Many of the in-
stitutes also subsidize travel for patients,
with airline tickets purchased at a dis-

counted government rate, mileage reim- -

bursements, and per diem arrangements on

hotels and food.

Participation in an NIH
study also offers patients
something they can’t getina
normal hospital—an outlet
for their altruism, which
seems to grow in many peo-
ple as their own situation de-
teriorates. “The information
we learn from you may help
others who have the same
disease, ” says a brochure
given to new patients. many
of whom feel deepest kin-
ship with others in the same
straits as themselves.

ARRAYED  AGAINST
these benefits of coming to
NIH are some drawbacks. It
may mean frequent trips
from far away that require
absence from a job, entail
expenses not covered by
NIH reimbursements, or are
physically  tiring.
Boykin, a Clinical Center
_social worker, tells of the de-
mands on one of his pa-
tients, a man who lives on
the West Coast, His treat-
ment required him to make
roundtrip flights between his
home and Bethesda every
week for two months, fol-
lowed by another two
mionths of trips every other week.

Some studies also require patients to re-
main in—or close to—the Clinical Center
for long periods, leading to isclation from

“their families, friends, and communities.

Although the average stay at the Clinical
Center is about nine days, there are pa-
tients who stay for weeks or months at a
stretch. Some children miss so much
school during these stays that NIH has
teachers available to coordinate their
homework with teachers back hore.
Occasionally the homesickness is more
than a patient can bear. Dr. John Fletcher,

-a former Clinical Center bioethicist, tells

the story of a woman with lupus who was
torn between staying at the Clinical Center
during Christmas holidays to undergo a
biopsy that was crucial to the research or
going home to her family. “She said, ‘1 feel
good for the first time in three years and I
want to be at home. And yet I.feel an
obligation to the physician who is con-
ducting the research.” After discussion
with everyone, it was clear that her needs
ought to take precedence over the needs of
the study. The biopsy was lost, but she
went home.”

Research subjects also may be exposed

Fred -

to the pain and discomfort that accompany
the extra diagnostic procedures and exper-
imental treatments involved in research,
including extra blood draws, biopsies, and
lumbar punctures. And some experimental
drugs——being used in humans for the first
time—rmay have toxic side effects that are
not entirely predictable and make patients
very ill,

Drug toxicity is carefully monitored,

‘and dosages are adjusted or studies
stopped if patients appear in serious dan-

ger. Real disasters are rare, but they do
oceur. In 1993, during a study of an exper-
imental drug for chronic hepatitis B in-
volving 15 patients, 5 of them died sud-
denly when the drug proved too toxic for

~ their livers. Two others survived only

through transplants. That prompted three
separate investigations—a critical one by
the Food and Drug Administration and
others by an NIH advisory panel and the
National Academy of Science’s Institute of
Medicine describing the episode as an un-
avoidable accident in which the drug's hid-
den toxicity had not shown up until it was
too late.

ETHICAL STANDARDS GOVERNING
research on human subjects at NIH are
spelled out in federal. regulations, which
are aimed at avoiding repetition of abuses
that have occurred both in this country and
abroad. The torture and killing of Jews by
Nazi doctors under the guise of medical
research prompted prosecutors at the
Nuremberg trials to draft one of the
world’s first ethical codes governing
human-subject research in 1949. Exposure
in the early 1970s of the US Pubiic Health
Service's Tuskegee syphilis experiment, in

which poor black men in rural Alabama

had been denied effective treatment by
penicillin beginning in the 1930s so that
doctors could study the progression of
their illness, further heightened awareness
of ethical issues.

Three ethical principles are paramount
in the research done with humans at NIH
and any other institution using federal
money, says Christine Grady, a Clinical
Center bioethicist. The anticipated bene-
fits of all studies—whether to a patient
hoping to be cured or to society at large—
must justify the risks he faces. Subjects
must consent to participate voluntarily
after being informed of the procedures
and the risks involved, and they must be
given the right to withdraw at any time.
No group—Ilike the orphans, prisoners,
mentally retarded, aged, or poor who
once were exploited in medical experi-

ments—is to bear the burden of research

risks unduly.
Another -decision facing would-be pa-
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tients at NIH is whether they wish to par-
ncnpate in studies where they may be given

a placebo—essentially a useless com-
pound of milk sugar—instead of the ex-
perimental drug whose safety and effec-
tiveness are under study. Typically the sub-
jects in such studies are randomly assigned
to two groups—one that gets the active
drug and one that gets the placebo—so sci-
entists can determine whether taking the

drug really is better than doing nothing,

Frequently these studies are “double blind-
ed,” meaning that neither patients nor re-
searchers are told who's getting what. This
keeps results from being distorted by
wishful thinking.

Records of who’s getting the pacebo
and who's getting the active drug are kept
in.the Clinical Center’s pharmacy depart-
ment, which prepares and dispenses look-
alike pills or intravenous bags for both
groups. Among the wonders of the phar-
macy is a placebo-making machine that
can turn out pink capsules at the rate of
one per second as well as row upon row of
shelves lined with dozens of drugs labeled
in code. The codes display a certain whim-
sy, using names like Zebra, Wren, and
Finch. “We like to lighten up once in a
while,” explains one pharmacist.

Studies using placebo control groups
present potential subjects with a dilemma.
On one hand: It’s possible you could take
an injection or pill every day for weeks,
months, or years that was nothing more
than saline solution or milk sugar. On the
other: Since no other treatment is usually
available, you at least have a' 50 percent
chance of getting an otherwise unobtain-
able experimental drug that has at least
some chance of being effective. In rare in-

stances, the uncertainty is more than pa-

tients can bear; they take their capsules to
a lab for analysis and drop out of studies if
they’re getting a placebo.

Most researchers insist ‘that placebos
are necessary to ensure scientific rigor,
but policies have been developed that
allow people who get the placebo to
switch to the active drug if it quickly
proves effective. Some studies have inde-
pendent review committees, which are
given special access to preliminary re-
sults and have the power to stop or “un
mask” a blinded study if a drug is show-
ing great results. That’s followed by a
“clinical alert” to spread the good news to
practitioners throughout the country.
Since 1990, more than a dozen studies
funded by NIH throughout the country
have been halted early and clinical alerts
issued, involving improved treatments for
b}'east cancer, sickle-cell anemia, rectal
cancer, heart disease, pediatric AIDS, and
several other diseases.
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Mitch Brean of San Diego, who's been
RiV-positive for ten years, has responded
well to an experimental drug. The NIH
pharmacy dispenses about 1,750 drugs. .

BATTLING THE

AIDS Virus

IN 1987, AS FEAR OF AIDS WAS
growing among gay men. throughout the
country, Mitchell Brean was living in Los

_ Angeles, where he had just started a small

company to manufacture high-end furni-
ture for the interior-design trade. He was
the picture of health, just 29 years old, but

news that a former partner had died of the .

disease was enough to convince him to go
in for a test; He was HIV-positive.

Brean started taking the new antiviral
AZT, a drug whose effectiveness against
AIDS had been established in large part by
the work of scientists at NIH. But AZT
was new then, and he quit after three
months because it was uncertain whether it
ought to be taken as soon as possible or de-
layed until his health began to deteriorate,

A couple of years later, in 1989, Brean
moved down the coast to his hometown of
San Diego. His business prospered and his
health remained good. “I took good care of
myseft—exercised, took vitamins, was

“careful about what I ate,” he says. “And I'd

never been a drinker or smoker” While
people are not considered to have full-
blown AIDS unless their T-cell count drops
below 200, his ¢count was nearly 1,000.
But a couple of years ago his T-cell
count .began to decline to a worrisome

level—around 500—adding some urgency
to his reading of AIDS-treatment newslet-
ters and the medical items in a local gay
newspaper. One day he happened on to an

- article about a doctor in San Diego who

was enthusiastic about an experimental
drug called interleuken-2. Brean made an
appointment to see him. '

The doctor explained that IL-2 was very
expensive—an experimental therapy his in-
surance company was unlikely to pay for—
but that he might get it free if he qualified
for a clinical trial under way at NIH in
Bethesda. Brean called the number the doc-
tor gave him and was put on a waiting list.

A YEAR LATER, IN APRIL OF 1996,

Brean got a call asking if he would fly to
Washington—the first trip was at his own
expense—to see if he was a fit subject for
one of several IL-2 studies. Doctors ex-

-plained that he’d be getting IL-2 intra-

venously in combination with other drugs,
including a much-touted protease in-
hibitor. They tatked about the side ef-
fects——"think of the worst flu you’ve ever
had, then multiply it by ten"—and they
drew blood to make sure his T-cell count
was below the cutoff point of 500.

In California he had tested in the 400s,
0 he was confident he’d qualify, but a few
days later came a call that his count at NIH
was 575. Luckily there was a similar
study—this one testing delivery of IL-2 in
a more convenient injection form—that
would accept him.

For a year Brean flew every other month
from San Diego to Bethesda and took IL-2



and the other drugs for five days under the
direction of a study team headed by Dr.
Richard Davey of the National Institute of
Allergy and Infectious Diseases. The re-
searchers hadn’t exaggerated the debilitat-
ing side effects of the drug regimen—fa-
tigue, aching muscles, pain in the joints,
dry skin, water retention, and high fever.
But it was a price that so far has had a big
payoff. Brean’s T-cell count has risen into
the 1,500 range, and the leve] of HIV in his
blood is too low to detect.

HeLriNG KiDS SMILE

THE MOST INVITING BUILDING ON
-the NIH campus is the Children’s Inn, a

wood-and-stone structure that sits amid a

grove of old trees just down the hill from
the Clinical Center. Outside—not far from
a basketball court, playground, and
patio—sits the inn’s green van, nicknamed
the “Looney” because it is covered with
paintings of Bugs Bunny, Daffy Duck,
Tweety, and other cartoon characters. The
skylit atrium inside the inn rises two-and-
a-half stories high, with a circular fireplace
in the middle, and is filled with gigantic
stuffed pandas, frogs, and bears as well as
a fish tank and toy train.

The inn has private rooms to accommo-
date 36 out-of-town families—either for a
day or two or for weeks at a time. It’s all
free, though a donation of between $10
and $50 a night is suggested. Jason Shaft
and his mother have stayed here so often
that Jason has become a favorite pool part-
ner of Gil Brown, the inn’s executive di-
rector, and has been given the task of

“checking out games in the computer room
to make sure they are appropriate for
younger kids.

The inn, which opened in 1990, was cre-
ated as a public-private partnership. NIH
donated the land, and the $3.7 million con-
struction cost was paid for by Merck &
Co., the big pharmaceutical company,
whose CEO at the time, Dr. Roy Vagelos,

started -his career at NIH. It operates on -

private donations and thousands of hours
of time contributed by 275 volunteers,

who perform duties similar to those of a |

hotel staff. Sometimes these duties are ex-
traordinary—a family from a rural part of
Mexico, whose daughter had come to NIH
for a bone-marrow transplant, had to be
shown how to operate the electric lights,
running water, and indoor plumbing.

Dr. Philip Pizzo, former chief of pedi-
atrics at the National Cancer Institute, was
one of the inn’s main founders, but it also
has become one of the hottest charities in

Washington. Its board members include |

several congressional wives—Debbie Din-
gell, Chris Downey, Carmala Walgren, Jane
Gephardt, and Marianne Gingrich—as well

as ABC's Cokie_Roberts. The involvement
of Walgren—whose husband, Doug, served
seven terms as a Democratic congressman
from Pennsylvania until his defeal in
1990—was quite personal. While visiting
her teenage babysitter, who was being treat-
ed for cancer at the Clinical Center, she be-
came distressed that so many families had
no choice .but to stay in impersonal hotel
rooms. The babysitter, a high-school sopho-
more from Alexandria named Ginny
Cavender, was, cured; she’s now 26 and

‘teaches at an elementary school in Great

Falls. Walgren also once raised a ruckus on
the Hill to gain restoration of the right of
families to use a Clinical Center WATS line
during otf-peak hours.

ADULT PATIENTS FACE A HOST OF
problems too, and the Clinical Ceuter tries
to help with a staff of nurses, social work-
ers, spiritual ministers, counselors, and an
ombudsman. Some patients have financial
worries—overdue rent, job insecurity, lack
of health insurance, unpaid medical bills.
And disease itself generates powerful
emotions that are difficult to deal with—
shock, disbelief, anger, helplessness, fear,
anxiety, and depression.

“One minute your life is okay and the
next it’s blown apart,” says Eileen Do-
minick, a Clinical Center social worker.
“There’s a lot of anger and a sense that it
isn’t fair that you have a life-threatening

. disease and are sick as a dog.” Sometimes

At the Children’s Inn, the color scheme is care-

fully chosen—avoiding red (associated with blood)

and yellow (associated with chemotherapy).

THE INN. PROVIDES PSYCHOLOGI-
calsupport that no hotel can match. It’s de-
signed to encourage children and their

_families to overcome their isolation by in-

teracting with others who are battling ill-
nesses too. All televisions are in common
areas, there are two big kitchens where
families share cooking duties, and there is
a room for Ping-Pong and pool, a comput-
er center, a playroom filled with- toys, and
a library. . '

There’s also a party every holiday, in-
cluding a costume show at Halloween. It

‘once featured a teenage cancer patient

from Connecticut named Lizzie Schwan-
felder who displayed the kind of wit and
spirit that always amazes and inspires

. members of the Children’s Inn staff. All of

Lizzie’s hair had fallen out as a result of
chemotherapy, so she painted her bald
head orange and entertained the younger
kids as a jack-o’-lantern. When she died in
1993 at the age of 18, her mother, Kathy,
became a member of the inn’s board.

The inn is intended as a homey retreat

from the often scary and painful rigors of
treatment at the Clinical Center. Just over
half of the kids who stay at the inn have
cancer or HIV-AIDS, and they are often

weary of the hospital’s humming ma- -

chines, the tubes filled with powerful
drugs that make them sick, and the pricks
and pokes of doctors and nurses. '

The inn’s atmosphere is quite different.
Doctors are not allowed to enter the premis-
es except in a rare emergency, no one is al-
lowed to wear a white coat, and even the
color scheme is carefully chosen—avoiding
red (associatéd with blood) and yellow (as-
sociated with chemotherapy). -

nothing can be done except prepare a pa-
tient and family to deal with death.
“There’s a lot of sadness and grief, a lot of
giving up what used to be, a lot of trying to
find some meaning in whatever time you
have left.”

One bit of comfort comes from meeting
other patients with the same illness—giv-
ing rise to an awareness that you are not so
terribly alone. This is especially helpful
for patients with rare diseases, who may
never have met anyone else with their af-
fliction before coming to Bethesda.

Tara Lee Shellhouse, the 24-year-old
woman from South Carolina with chronic
granulomatous disease, spent three months
at the Clinical Center earlier this year on a
ward with several other CGD patients
about her own age. The trembling she ex-
perienced while receiving antibiotics had
prompted doctors elsewhere to suggest
that she see a psychologist, but her talks
with the other patients reassured her:
“Gregory gets the shakes, and so does
Bryan. I'm not the only one.”

Some contacts between patients are -

more formal, often in support groups orga-
nized by social workers. They also arrange
telephone contacts between patients with
rare diseases, who often are scattered far
and wide. And there’s a pilot project under
way using computer chat rooms to bring
together adolescent boys with HIV, who
suffer from intense isolation.

WO Tx&;NGs VERY
ITTLE GIRL WANTS

WHEN ROXANNE AND DENNIS RUS-
sell were married four years ago in the
Mississippi town of Louisville, they took it
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Roxanne and Dennis Russell haven't been
able to have a baby because her immune
system attacked her ovaries. She hopes
NIH has a solution.

for granted that someday they’d begin hav-
ing' children. Roxanne wanted to be a
schoolteacher—she now teaches fifth-
graders—but she had no doubts she want-
ed kids of her own: “There ate two things
that every little girl always wants. And
that’s to get married and have children.
When [ was little I used to prance around
with a pretend veil and doll babies.”

Roxanne and Dennis planned to wait a
couple of years before trying to have a
child, until she’d graduated from Missis-
sippi State, got her career going, and until
some of the illnesses she had experienced
seemed under control. She had a thyroid
condition call Hashimoto’s disease.- She
also had never established a regular men-
strual cycle and experienced hot flashes
and night sweats almost as if she were un-
dergoing premature menopause. Despite
this, a doctor she was seeing in Birming-
ham assured her she should be able to have
children.

When all attempts were unsuccessful, a
doctor in Mississippi decided in 1995 to
do an ovarian biopsy and discovered that
her ovaries were abnormally small. He
told her husband that it would be impossi«
ble for her to get pregnant—news the
young man finally delivered to her when
they got home from the hospital that night,

“ was hysterical,” sHe remembers. “
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Just couldn’t believe it. I just fell over in
Dennis’s arms and cried. It was the worst
feeling in the world. It’s so hard to know
that you will never have anything that
looks like you and talks like you.”

IT APPEARED FROM THE BIOPSY
that her body’s immune system had at-
tacked Roxanne’s own ovaries and that
nothing could be done to restore fertility.
Still searching for a solution, she went o
another specialist at the University of Mis-
sissippi Medical Center in Jackson. In
February of last year, the doctor there put
her on hormone-replacement therapy for
40 days, but it appeared to have no effect,
and she and Dennis began talking about
adoption. Four months later, after noticing
what she thought was the onset of a peri-
od, she went to a local doctor and was
found to be pregnant. She was euphoric,

but that ended just three days Jate: when

she suffered a miscarriage.

After grieving over the miscarriage for
several months, Roxanne decided to fol-
low up on a contact given her earlier by the

.doctor in Jackson. He had received a letter

indicating that a doctor at the National In-
stitute of Child Health and Human Devel-
opment in Bethesda was looking for
women whose ovarian failure was due to
autoimmune attacks. The researcher was
Dr. Lawrence Nelson, and his study was
intended to determine how common the

~ problem is and whether, in a placebo-con-

trolled trial, the drug prednisone might re-

store fertility.

Roxanne, who is now 25, and Dennis
made their first trip to Bethesda in July for
an evaluation, and she was accepted as one
of the study’s first participants. “I don’t re-
ally have anything to lose,” she says.
“Even if it doesn’t help me, maybe it will
help somebody else. That’s why | I’m hon-
ored to take part.”

BELIEVING IN MIRACLES
THOUGH MANY OF THE MEDICAL
advances made possible by NIH money

‘have occurred in research centers scattered

throughout the country, there have been.
plenty of breakthroughs attributable to
work done on the home campus in Bethes-
da. Decade by decade, here are just a few:

The 1950s: A cure for a cancer of the
placenta called choriocarcinoma—the first
successful treatment for a malignancy; de-
velopment of an artificial mitral valve for
heart-disease patients; discovery that low
levels of fluoride in drinking water could
prevent tooth decay.

The 1960s: Development of the first li-
censed rubella vaccine; discovery of an ef-
fective combination drug therapy for
Hodgkin’s lymphoma; discovery that tooth
decay is caused by bacteria; discovery of
the mechanisms that regulate noradrena-
line, an important neurotransmitter in the

_ brain, which led to the development of bet-

ter drugs for treating mental disorders.

The 1970s: Effective treatment for
childhood leukemia; groundwork for
home pregnancy tests; tests proving that
lithium is an effective treatment for manic-
depressive iliness; research establishing
the cancer Tisks of asbestos, smoking, and
smokeless tobacco.

The 1980s: Codiscovery of HIV, leading
to a practical test to detect infected blood;
a powerful new vaccine against Hemo-
philus influenzae type b, a bacteria that
caused meningitis in children, which often
led to blindness, deafness, mental retarda-
tion, and other problems; experiments with
AZT the first antiviral drug to demonstrate
effectiveness against AIDS; successful use
of an antiviral drug against oral and geni-
tal herpes; increased understanding of
brain function by measuring its utilization
of glucose; treatment for a formerly fatal
blood vessel disease known as Wegener’s
granulomatosis.

The 1990s: An effective treatment for
Gaucher’s disease, which affects a certain
segment of the Jewish population; the first
infusion of genetically corrected cells in
humans, in an effort to treat adenosine
deaminase deficiency, a rare genetic dis-

- ease that cripples the immune system; new

treatments for epilepsy; a new drug that re-
lieves symptoms of Parkinson’s disease for
some patients; effective drug treatment for
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a rare genetic disease called nephropathic
cystinosis, which affects the liver and eyes
of children; improved treatment for CMV
retinitis, a potentially blinding eye disease
that affects a quarter of people with AIDS.

SUCH ADVANCES TRANSLATE INTO
thousands of people who now survive dis-

“eases once considered deadly. Consider

the impact of NIH on a couple of young
people who were diagnosed with a fast-
growing cancer:

Craig Kline, who grew up in the New
Jersey suburbs of New York City, was en-
tering his last year of law school at the
University of Virginia in 1993 when he
began having pains in his abdomen. They
were bad enough to send him to the uni-
versity’s hospital, where a CAT scan re-

vealed a tumor that was soon diagnosed’
. as Burkitt’s lymphoma. The doctors told

him they cured about 35 percent of cases
like his but that he might get better results

- from an aggressive treatment being used

at the National Cancer Institute in
Bethesda.

At NCI, Kline was enrolled in a protocol
directed by Dr. lan Magrath, an English-
man who had first worked on Burkitt’s in
central Africa, where it had been identified
in the 1950s, Since arriving at NCI in the
mid-1970s, Dr. Magrath had been a pio-
neer in pushing survival rates for this type
of lymphoma from 20 percent in the 1960s

-to about 90 percent, treating it with a

chemotherapy regimen combining seven
different drugs.

Kline stayed in Bethesda for five
months, struggling with side effects that
left him 50 pounds lighter and confined to
a wheelchair. “It was living hell,” he re-
members, but the cancer disappeared.

He then put on weight, regained his abil-
ity to walk, and passed safely through the
six to ten months when all known recur-
rences of Burkitt’s have struck. A year
after his initial diagnosis he was back fin-

ishing law school at UVa, where he orga--

nized a support group for young adults

" with cancer.

Today, at age 28 and four yeats removed
from his treatment at NCI, he works in a
law firm in New York and is active in the
Cure for Lymphoma Foundation, which
raises money for research.

Last fall, when eight-year-old Nathan
Chestnut of Mechanicsburg, Pennsylvania,
became lethargic, quit eating, and com-
plained of bellyaches, his mother took him
to the family pediatrician. The doctor, feel-
ing a swelling in Nathan’s abdomen, or-
dered an ultrasound test, which discovered
what was thought to be an abnormally en-
larged appendix that required surgety.

After three hours in surgery, a doctor

came out to the waiting room, told
Nathan's mother to sit down for some bad
news, -and reported the discovery of a
tumor thought to be malignant. The diag-
nosis was Burkitt’s lymphoma, which is so
aggressive that it can double in size in two
or three days. The doctor recommended
that Nathan be taken immediately to the
National Cancer Institute.

The boy was transported by ambulance
to Bethesda the next day and put into the
intensive-care unit at the Clinical Center.
After a couple of days of tests, Dr. Ma-
grath began giving Nathan the same
chemotherapy he’d administered to Craig

- Kline. Nathan stayed in Bethesda for
about two-and-a-half months, miserably .

ical Center, where Jason has a mid-morn-
ing appointment to be scanned by an MRI
machine. For four-and-a-half hours he lies
inside the .confining machine, absolutely
still, listening only to the instructions of an
attendant and the noise of the scanner as it
creates images of the tumors that press
against his spine, lungs, and other organs.
Just outside the scanning room, his mother
passes the time reading magazines—won-
dering again, as she has dozens of times
since Jason was a baby, whether the news

- will be good or bad.

When the scan is finished, about three
o’clock, Jason and Linda go up to a lounge
on the 13th floor to wait for news from Dr.
Peter Adamson, the physician in charge of

For every breakthrough there are lines of inquiry

that run into blind alleys, patients who return

home without relief, scientists who must rethink

their approach. The process may take years—a

'sick from the chemothérapy, which caused

sores in his mouth and hair loss.

But he left cancer-free and has had good
checkups since—well past the danger
point for any recurrence. This fall, having
gained weight and with his hair grown

back, Nathan is heading to school for the

fourth grade.

“This is not to say that NIH offers mira-
cle cures to everyone. Plenty of the dis-
eases studied there remain unconquered.
Some are so little understood that scien-

- tists can do no more than follow their nat-

ural course, trying to replace their baffle-
ment with the light of understanding. Oth-
ers are treated with drugs that seem worth
a try but eventually prove too toxic or have
little effect.

It’s an old story in medical science: For
every breakthrough there are other lines of
inquiry that run into blind alleys, patients
who return home without relief, and scien-
tists who must rethink their approach and
try something else. It’s a process that may
take many years—a time when hope and
disappointment coexist.

ONE PATIENT WHO FACES AN UN-
certain ‘prognosis is Jason Shaft, the 15-

year-old boy from Kentucky with neurofi-

bromatosis, who has come back to NIH
with his mother, Linda, to see if the drug
he’s been given has begun to shrink his
life-threatening tumors. '

Leaving the Children’s Inti, mother and
son make their way up the hill to the Clin-

“time when hope and disappointment coexist.

the study Jason's enrolled in. Adamson is
consulting with neuroradiologists about
what the images show, but Jason has so
many tumors that itis taking a long time to
measure whether they’ve responded to the
drug or not. Dr. Stephane Barrette, a young
doctor who’s also following the case, pass-
es word to Linda and Jason that they might
want to go back to the inn and talk with Dr.
Adamson in the morning.
" No chance. Linda is too anxious. They’ll
wait.
- “Okay,” says Dr. Barrette, “but you
know it will be a while.”

The clinic is closing as Dr. Barrette
exits, leaving Jason and Linda alone. Be-
fore long the cleaning people begin their

end-of-the-day rounds, dusting the tables,

sweeping the floor, and wiping the glass
on the aquarium, where a little shark
swims back and forth.

About 5:30 Dr. Barrette returns to say
that Dr. Adamson wants to meet with the
two of them at 11 the next morning.

This sets off Linda’s alarm: “Is this
something 1 should stay awake and worry
about?”

“No, no, I don’t think s0.” says Barrette.
 Just then Adamson himself comes into
the lounge and Linda Shaft approaches
him with the same question. Putting his
hand on her shoulder, he quietly delivers
news that is not as good as she’d hoped but

will have to sustain her until Jason's next -

exam: “There’s no shrinkage yet, but
there’s no growth either.”
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$250,000 over

: ", BySpencer Rich .

Washington Post Staff Writer

| By, now, almost everyone has felt

the Wway cost-conscious insurance

compames and health maintenance
orgamzatmns are changmg the prac-
tice of medicine in America. But
medmal school officials say the néw
frugahty is having another, less visi-
ble effect: It is gradually eating away

at the money available for front-line

medical research.
HMOs and insurers are sharply

E mducmg the fees they pay universi- .
ty hOSplta]s and medical ‘school doc-
tors, which in turn shrinks the
amotint of “dnscretlonary revenue :

availible to support promising scxen-
tists
» Across the nation, such funds total

nearty $1 billion a year—an amount
eclual to about one-tenth of all the.
" grants awarded annually: by the Na-

tiogal Institutes of Health.
“It’s definitely a problem,” said
NIH Director Harold Varmus, who

has appomted a committee to inves-
tigate the issue and named David -

Nathan, president of the Dana-Far-

" ‘ber- Cancer Institute -of Boston, to

head the study

“The managed care mdustry has -

seriously injured research,” Nathan

‘'said, but “it’s not a conspiracy”—
" simply an unintended byproduct of

efforts to reduce medical care costs.

Even preeminent institutions are

feeling the strain. William Agnew,

. physiology chairman at Johns Hop--

kins’s medicdl school, said that in .
~ each of the past threé years, his de-
partment has lost about 25. percent :
* ‘of the funds it uses as seed money

for cutting-edge research. .

_ One recipient is cell biologist Jan
Hoh, who is working on a technique
he hopes will allow scientists to iden-
tify the characteristics of a piece of
DNA -in the same way a grocery

store scanner uses a bar code to

1dent1fy a product, improving screen-
ing for inherited diseases. Hoh's re-

" search so far has been funded princi- -

pally by a commitment totaling
= years from Ag—
new's discretion ¥und, .

The money that supports Hoh and
scores of others around the country

_is generated by academic heaith cen-

ters, typically a medical school and
associated hospital, whose faculty
members are on salary. When those

physicians treat patients, all or most -

of the fees——normally about the

same as private-practice doctors in
the area—are turned over to the.

medical school. Such arrangements

the funds generated by practice

plans to pay the salaries -of faculty:

physicians, which are often consider-

- ably less than outside doctors earn.
The funds are also used to cover -

teaching and other costs. .

. But a substantial portion at Johns
Hopkms and elsewhere has been re-

served to help fund basic laboratory

research and clinical research (that

is, research conducted on patients).
In some cases, general hospital
funds may also be used, and they too
are becorning more scarce.

At Hopkins, Agnew said he now
must use virtually all his latest allo-

cation to maintain faculty salaries in

his department. At the same time, as
fee levels shrink, faculty members
must devote more of their work
-week to brmgmg in the same
amount of revenue, leaving less nme
for their own research. = _

Richard Grossi, Hopkins's chief fi-
nancial -officer, said the medical
school’s total revenue from faculty
clinical practice plans has been rising
nominally in recent years but for

several years has.not kept up with -

inflation. In fiscal 1997, he said, it
will show an absolute decline.

“This is because of pressure from”.
.he said.”
_“They don't even pressure you,
They just say we'ré gomg to pay you'

‘insurers for discounts,”

less.”

Hopkins's, expernence is. not ,
unique, said _Dawd Blake, senior vice
- president for biomedical résearch
with the Association of American:
Medncal Colleges -the umbrella -
. group. for the natlons “medical - -

schools; -

The total . of nahonal collechons;

from practice plans—winch contrib-

uted $816 :million in academic year -

1992-93 to medi¢al school research,

according’ to -an- AAMC study—has

heen rising nommally until recently,
Bt in the last year or so, Blake said,

" “the rate of i increase in income from -

- practice plans has dropped to below
the rate of inflation in' many institu-
tions and 1s becommg neganve in
many cases.”

““We've depended on clinical sur- .

pluses in the past to subsidize our
research,” said John Eisenberg,
chairman of the department of medi-

. cine at Georgetown University Med-

ical-Center. “Those surpluses are
decreasing. . .. Either another
source of funds has to be ‘identified
or the ‘research and teachmg mis-
sions will be compromised.”
Representatives of the American
Association of Health Plans, a trade
organization of the nation’s health
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imperiled as medical schools claim.

They say many HMOs do consider-
able research with their own pa-
tients outside of a medical school or
hospital setting, and are paying for
many clinical trials in medical
schools. *

. In addition, they say, HMOs are
taking other steps that, in total, add
up to at least $100 million and per-
haps several hundred million dollars
a year to support research. Howev-
er, part of this goes for research on
the organization and eperatlon of
health plans, not on the science of
medicine.

A study ccnducted for NIH by the
Lewin Group, a health pohcy analy-
sis firm, concluded that * ‘site_ visits
conducted for this study suggest

that manaced care hae had 3 limitad
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The problem, Braunwald said, is

" that all this costs major research

medical schools and hospitals Jots of
money at a time when insurers are

_ looking for the best bargain on the -

.and Nathan said they are not ready »

to support that.

"motherapy and then implanted later.
So far that method “does prolong '

life, but has not been curative,”
Jones said, “but' we have no doubt it

will be,” based on laboratory findings

C0§t of f,are.' . and development of new techniques,

You've got to compete with com- The problem is that the cost for : Pre.
munity hospitals that don't do re- 5 aqlogous procedure and follow- @ the mz
search” and can deliver routine care up hospital care can be in the range centery’
for a lower price, he said. - of $150,000 or more. Many insurers : J. Dolereig

One possible solution to the prob- - are un wﬂhn to pay for it, calling it ' Imhis.
‘lem is to add a special fee to health g o pay g : ident Eﬁm .
insurance premiums. In June, Sen; ¥P¢ rimental; Wh ertlzas hthey :ﬂl ap . percent ¢{ .
Daniel Patriclk éVonnihaljl (fD-N.Y.) ﬁf;v;;tnggtfl::athgu:aﬁgt d:lfsgy i grg?Py ha
propose pereegyt fee, en- ity T by drs
dorséd by the AAMC, the proceeds™ _  Right now we have three pa- : gleﬁ‘mt);nds
of which would be used for medic tients we are trying to get the insur- : refjliifing de.
research and training. But Varmus & to pay for,” Jones said. “In each ! Tars G

se they will only pay for standard

;ft:eatments but not-autologous.”
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¢ Talmadge King and associate Cec— :
, ﬂﬂe Rose, physicians working on lung '
problems at the National Jewish
Center for Imrnunology and Resplra-—w ,

In July, Nathan reveal ral ‘
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ical research, which is not highly
paid;. provide mid-career salary sup-
port for clinical researchers; and

‘persuadé the managed care and
pharmaceutical industries to channel
-more’ money voluntarily. into re-
search done in medical schools. < -
. Whatever the outcome of that de-,f
‘\'bate many physicians said, somé
kinds of research will still face an--
-other problem from insurers that

are increasingly reluctant to p'ay for
treatments that involve expenmen—

- tation.

“Anything that smacks of being
‘investigative’ or ‘research’ they try

" to disallow,” declaring that they will .
‘only pay for. standard care, which
usuaily is much cheaper and in many

cases mich Jess likely to help the pa-

tient, said Richard Jones, a Johns

Hopkms physician who directs bone
marrow transplant programs and is

:workmg on use of such: transplants
in leukemia treatment.

In the past, he said, insurers were

‘much more flexible; iow some balk

at paying the bills for patients who
are- participating .in formal, peer-re-

viewed clinical trials of promising -

but often expensive treatments, |
Right now, Jones is focusing on
ways to use transplants of a patient's
own bone marrow (called autologous
transplants)'to help treat a disease
called chronic myeloid }eukemia; a
blood cancer that he says is “uni
formly . fatal- at'.an"average of four

years after dxagnosxs " Often very .

lar problems in their work on pulmo- -

nary fibrosis, a conmnon in whlch
the lung shrinks in size.

“Since .1980 I've been funded by
NIH, but it s not enough money [to

cover all the expenses of treatment] .
since chmcal care is so costly,” ng:
- said.

OneA unconventlonal technique
King and Rose use is “lung-washing,”
which involves injecting a saline so-
lution into the lung, “washing the-in-

‘ternal surface” with it, then with-

drawing the fluid and examining it

“under a microscope to determine: .

conditions in the interior of the lung.

" “You don’t need a biopsy,” Rose said. -
The NIH has paid for much of the °

- cost, but there are added costs for -
- X-rays, CAT scans, blood tests and

lung-function tests that are per-
formed before and after the wash-
ing.

the extra costs through insurance or

- Medicare and Medicaid, said King.

Of late, however the insurance com-

panies “are separatmg us out as i$

we're enemies,” he said.

~ He 5aid insurers are challenging
requests to pay for added CAT
scans, pulmonary tests and X-rays,
even when tests and X-rays.the pa-
tients brought with them from their
referrmg doctors “are not good
enough to- answer various scientific

questions: and perhaps not good.‘

0:distinguish between vari-

"'ouf;rvers‘;ons of the dlsease they .
-fhight have and its severity.”
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