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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.

BES

BY
ASON SHAFT AND HIS MOTHER.,
Linda, have taken an evening flight
from Louisville to BWI and grabbed
a taxi to the Nuational Institutes of
Health, the federal government’s
medical-reseiarch complex in Bethesda.,
The dnver 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 unpsck their suitcases, pick up
sheets from the linen closet, and make
their beds.

They are accustomed to this routine—
1t’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 moming. She cannot
get it out of her mind as she watches her
only child—a bright 15-ycar-old who has
been ill ncarly ail his life—fall asleep
across the room.

The Shafts, who live in the httle town of
Shepherdsville, Kentucky, have known
since Jason was two months old that ke
sufters 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 end
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
whick of them also suffered trom the dis-
case and had passed it on to Jason; “Which
one of you is 17"

To the geneticist the answer was obvious
from & glance at Kevin's back, which bore

Jason Shaft, a 15-year-old from Hentucky,
has nonmalignamt—but Rfe-threatening——
tumors growing throughout his body. it's
slways a tense time when he comes to
NIH ia 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 sctually
one the disease’s telltale signs. It was a
complete surprise to Kevin, because he
suffered from none of the disease’s worsl
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—
renging from the size of a pea to the size of
a peach—:sre not mahgrant, but they could
becorie 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 ege, due to a pituitary-
gland dysfuaction, 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
1s surgery, whict: Jason has undergone on
five occasions, The first, when ke was
four, was done in Louisville after an ortho-
pedist noticed & difference in the size of
Juson's feet—a clue that tumors were in-
terfering with nerves aloig his spinal cord,

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

Since then hie's had wmors removed at
hiospitals in Louisville and Memphis and
at Children’s Nationsl Medical Center in
Washington, where he also was enrclled in
a clinical trinl of a drug that proved inei-
fective in slowing tumor growth.

Trough Kevin Shafi continues working
as a trucker, Linds quit her job us a program

LARRY VAN DYNE PHOTOGRAPHS BY BARBARA RIES

director & a YMCA to devote much of her
time to Jeson and his illness. 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
Juson’s doctors at Children’s. ARer reum-
ing to Kentucky, she called Packer every
few wecks with the same message: “If
there's ever any study Jason might qualify
for, please don't forget him.”

IN JULY OF LLAST YEAR PACKER
called to say that a new study at the Na-
tional Caneer Institute, where he served as
a constltant, 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 n the
study because his tumors, while not malig-
nant, were life-threatening and had so 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 dsys at a stretch he
wears o fanny pack that contains an intre-
venous bag and a pump that delivers the
drug through a catheter in his chest, and he
comes to the National Cancer Institute pe-
nodically to assess whether the drug hss
had any effect on the growth of his tumors,
He kas 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 & generation ago,

Tomorrow morning, after Jason awsakes
at the Children’s Inn, he'll go up the hill to
the hospital and lie iswde the MR unit for
more than four hours while 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 great
pool of water in Jerusalem blessed by an
angel with the power to heal the impotent,
the blind, the halt, =nd the witkered. The
accident of history dates from the mid-
1930s and wes set in motion by a wealthy
Washington couple—Luke Wilson, whose
money camie 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
Bethesds 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 hilktop just east of where the
Kennedy Center now stands. Though NIH
first intended only to build a facility on the
Wilson estste to house animals used in ex
periments, it moved its entire opeération
there by the late 1930s and has added land
through gifes and purchases,

The NIH campus now encompasses just
over 300 acres, between Rockyille Pike
and Old Georgetown Road, and ig covered
not only with groves of mature tregs but
with mcre than 50 buildings. NIH hsg (8
instifutes under its purview, all tut a hand-
ful with research operations here and each
devoted to a certain diseasc 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 origius to
the ycars immedistely after World War
11—Heart, Lung, and Blood (1948); Aller
gy and Infectious Diseases (1948); Dental
Research (1948); Mental Health (1949);
Diabetes and Digestive and Kidney Dis-
cases (1950); and Neurological Disorders
and Stroke (1950).

Newer institutes have arisen out of con-
gressional mandates, the political clout of
disease lobbies, from 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 amd Human De-
velopment (1962), General Medical Sci-
erices (1962), the National Eye Institute
(1968), and Environmental Mealth Sci-
ences (1969}, which is based it Nogth Car
olina's Research Triangle,

Since then have come Aging (1974) and
Drug Abuse (1974), both of whick do the
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bulk of their work in
Baitimore; Alcohol
Abuse and Alco-
holism (1974); Ar-
thritis and Muscu-
loskeletal arsd Skin
Diseases  {19RS);
Deafoess and Other
Communication
Disorders (1988);
and Nursing Re
search (1993). The
National Human
Genome Research
Institute, whose on-
gins date (o 1989, is
involved in the excit-
ing field of human genctic research, and
new units have been added in recent years
on AIDS research, women's health, and al
temative medicine.

THE FACT THAT NiH IS A CREATURE
of the feders! govertiment is obvicus from
the names on the sides of its buildings—
names that refiect Washington’s culture of
burcaucracy and politics. Each building is
assigned & number as impersonal as the
prose of the Federal Register—Building 1
houses the central administration, Build-
ing 6 has laboratorizs for the National
Cancer Institute, and Building 28 is s hos
pital for animals used in research. But sev
eral of these buildings also bear the names
of congressmen and senators who heve
served as promoters of the NIH budget
from Claude Peppey, the New Dealer from
Florida who is often considered the leg
islative father of NIH, to Lister Hill of Al-
gbama, 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 chant of the federal
government, NIH falls within the Public
Healtk: Service, which in turn i1s part of the
Departiment of Health and Human Serv-
ices. Its annual eppropriation provides
about 31 percent of gll the money for med
ical rescarch in the United States, with an-
othier 52 percent coming from drug compa-
nies and the rest from other federal ugen
cies, states, foundations, and other sources,

Federal spending on medical research
has risen dramatically since World War (1,
and this year the NIH budget 15 =bout
$12.7 billion. That's only slightly less than
spending on NASA ($13.7 billion) or the
Energy Department ($14.2 billion). With
about 16,000 employces in Bethesda, NIH
is also one of the engines of the Mont
gomery County economy—a maguet, like
the Food and Drug Administration in near
by Rockville, in the county's effort to at

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

tract companies in the emerging field of
biotechnology.

NI spends about 6 percent of its budget
on its centrel administration in Bethesda
and another 11 percent on research there,
but the bulk of its money, about 83 per
cent, is sent out vie grants to university
medical centers around the country. The
competition for these peer-reviewed grasts
is tough and getting taugher—anly 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), foliowad by the
University of California at San Francisco
($213 million), the University of Washing
ton ($212 million), and the University of
Pennsylvaiiia ($187 million). Locally,
Georgetown got $43 million and George
Washington $24 million,

Ttiis national scope also is apparent in
the distribution of Nobel Prize winners
whose research was supported by NIH
grants. Four did their work in Beihesda,
but 88 did theirs clsewhere, including
Harold Varmus, a cancer rescarcher from
Califoraia who assumed the post of NIH
director in 1993,

SOME OF THE WORK GOING ON IN
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 discases and ex
perimental treatments,

For them the heart of NiH is Building
10, the 14-story hospital that is also known
us the Clinical Center and sits in the mid-
dle of the cunpus. All petients, regardless
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Virginia Viz has spent 90 weeits at NIH
90 doctors could study her Alrheimer’s
disesse. 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 ir: honor of
the late Warren Magnuson, the legislator
from Washington who was a longtime
champion of NIH. A multimillion-dollar
renovation and expznsion—just now be
ginning—also 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
hospatal, its 7.000 inpatients and 68,000
outpatients last year were far fewer than the
44,000 npatients and 139,000 outpatients
at Inov: Fairfax Hospital, one of the Wask-
ington area’s busiest. The Clinical Center i5
nevertheless a formidable institution—a
brick-and-glass monolith that includes 325
beds for patierits, hundreds of rooms, and
nine miles of corridors. The staff includes
1,200 physicians, dentists, and PhD) scien-
tists as well as 660 nurses and 540 others,
ranging from dietitians and medical tech-

nologists t6 therapists and pharmaucists,
The clinical pathology department on the
second floor is the size of & football field,
and the pharmacy dispenses about 40,000
capsules and tablets each day.

To sccommodate patients who comie
from all over the country, NIH operates a
shuttle bus from Natonal and BWI air-
ports, and it has & travel agency in the
lobby to book flights, The Children’s Inn
has rooms for 36 out-of-town famnilies. On
the top floor of the Clinical Center there's
also a gymnasium, an cxercise room, &
playroom for kids, an sudiionum, and a
chapel, which features 2 wall hanging
based on the story of Bethesda in the Bible,

BUT IT'S WHAT THE CLINICAL CEN
ter does not have—no emergency roon, o
obstetrics ward—that provides a clue to
the unique nature of the place. It i1s 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 laboratorics where
gcientisty work at waist-high benches
placed across the hall from patient rooms,
And while other hospitals do clinical re

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

That distinction—along with the Clini-
cal Center's feideral status, its record of ac-
complishment, end 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. Gt ihose, Maryland alone
accounts for 12,800. But every other re-
gion is well represented—2,200 from Cal-
ifornia and elsewhere out 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.

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

Like Jason Shafl, they often suffer from
ilinesses 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, IS A CHARAC-
ter from an era in Washington life that has
faded away. Her late busband worked as a
conductor on some of the last of the city's
trolley cars. And she was once manager of
the baauty salon at Woodward & Lothrop,
the department store thet has now closed
its doors. Lady Bird Johnson and Pat
Nixon were among her clients,

After reuning 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 ‘n 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-picasure medicine.

Her grandchildren, Franklin and There-
8, asked her doctor whether she might be
sutfering from Alzheimer's disease. The
doctor had neither 1 simple diagnostic test
not treatment to offer but told them that
the National Institute of Mental Health
was studying Alzheimer’s and was looking
for volunteers.

An inttial evaluation &t the Clinical Cen
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Michael Selmer volunteered to take a
substance almed at growing new blood
vessels to bypass blockages in his heart.
Earfier be had survived a heart attack
and lost a leg to had circulation.

ter i 1992 deternined 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 migh! 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 1o volunteer for yet another
study. “If there is something out there to
help me or someone clse,” she'd say, I
want to do i.” She has participated in four
lengthy studies invelving experimental
drug treatments, sometimes receiving the
active drug and other times getting « 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 gbout 90 weeks hiving at the
Clinical Center—one stretch lasting six
months

Usually she's there with several other
Alzheimer’s patients, who are paired off in
dauble rooms but share meals around & big
table in s 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 inlerest in crocheting, Her first
project was 2n afghan for the Clinical Cen
ter's pediatric umit, followed by athers for
her grandchildren and charities—all in
simple but glorious two~color patterns and
some large encugh to cover & bed

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

LET A THOUSAND

STUDIES BLOOM

EVERY PATIENT ADMITTED TO THE

Clinical Center is enrulled in 8 scientific
study known as & “protocol.” These proto-
cols—which must be approved by one of
severel NIH review boards for their ethics,
safety, design, and significance—are the
standard methodology of modern biomed-
ical research. Waile some of these studies
are understandatle 1o laymen, others have
long, complicated names that are virtually
indecipherable.

Protocol # 93-H-0209, for instance, is 1
tled “Development and Assessment of &
DDD Pacing Device with Automatic Re
verse Hysteresis Atrioventricular Delay
for Treatment of Drug-Re ry Symp-
toms in Obstructive Hypertrophic Car-
diomyopathy: Determination of the Mole-
cular Basis for Pacing-lnduced Altered
Hemodyaamic and Electricel Cardiac Be
havior.” Which, 'm wold, 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
¢loaer to a complete understanding of the
mechanisms and eventual cure for some
disease or disorder.

What causes certain diseases: Is alkeo-
holism related to attention-deficit disor
der? Do some migraine headaches have &
geress basis? Can domestic abuse result
trom 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 aftes? Can thalido-
mide—the drug that caused hundreds of
ghastly bieth detects when admimstered to
pregnant women in Europe during the
early 1960s—help cure prostete cancer?

There are about SO0 studies under way
on the Bethesda campus at any moinent,
fhe Natonal Cancer Institute, with about
250 protocols, has the most, followed by
the National Institute of Mental Health
with about 125. ﬁwre are wide differences
in duration-—gome asting just
few months, u(hc( 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 experifnental
drugs or other treatmen,, some involve
nothing more than tests an¢ observation
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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 540,060 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
ariother 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 every protocol—a binder
that's six inches thick. Some cf the dis-
eases have a contemporary ring—chronic-
fatigue syndrome, seasenal affegtive disor-
der (SAD), attention deficit disdrder, post-
traumatic-stress disorder. But others—like
malaria, rickets, and tuberculosis—are an-
cient diseases that persist even in the mod-
em 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 anemis, 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 NIH than anywhere else in the
world. Studies of these diseases often pro-
vide clues to curing afflictions that are more
common, 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
discrder 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 to study disease and normal
processes alike. One researcher is using

mans, first to see if they arc 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 Belisville, 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 tc 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 aiso 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 comrected 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 aiready are widely used
against certzin 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 afier 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 waming 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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tires off the other guy’s car, put it up on
blocks, and put all four tires in the guy's
locker. He ended up not doing it because
that costs money.

Sometimes guys don't always respond so
well. Two years ago training camp was
dead. It was dull, rothing going on. So there
was a defensive lineman—he's not with the
team anymore—and he had one of the worst
bodies you've ever seen. And he did some-
thing to annoy one of our cffensive linemen.

Just for fun I took that Vanity Fair cover
photo of Demi Moore when she was naked
and pregnant and [ put this guy's head on it
with my computer. All the other offensive
linemen got a big kick out of it, They want-
ed me to put it up in the locker room.

But I went to this guy and I asked him,
“Are you & good sport?”

And he said, *Yeah, I'm a great sport.”

And I said, *“This isn’t personal, it was just
funny, | just chose you at random™ (although
I really hadn’t—the guy had a horrible
body). “Would you mind if I put this up?”

He said, "Okay, let’s see it.”

So I showed it to him. He looked at me
and he was about tc punch me out. I said,
“I'll take that as a no.”

Remembering Reggie

The only opponent I've ever been awed
by is Reggie White. 1 had no idea how 1
was going to block him. Not only was he
very quick, but if he had a mind to, he
couid also pick you up, carry you up to the
third deck, put you in a het-dog bun, and
eat you alive.

The end of the road

When I came into the league I may have
been the most clueless rookie that’s ever
been. Then a few years go by and some
guys that you came in with are gone and
you start to realize that this is s pretty good
deal. Then a few more years go by and you
begin to really appreciate where you are
and the opportunity you've had. A few

more years and you cherish every moment."

The last several years [ have cherished
every moment. ['ve taken time out before
and after every game to just watch my
teammates, to see little things that they do
in the locker room and out on the field. I'd
go out on the ficld early or stay out late
and just take in the scene. Because playing
12 years in the NFL is a blessing beyond
anything | deserve. With every guy it’s dif-
ferent. But by the end. most of them are
thankful fer every day. .

The thing I'!f miss most is game day.
You’re out there in front of 70,000 people
and you're one of the best i the world at
what you do and you know it. And you're
competing with the best in the world. I'll
always strive for ways to duplicate that. [

Last Best Hope
Continued 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 Naticnal Heart, Lung, and
Blood Institute began experimenting with
a third possibility—using a genetically en-
gineered substarnce 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 Beacor.

Seimer, now in his mid-sixties, 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 tc volun-
teer: “There was a certain amount of dan-
ger, but it had worked with animals, so |
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 fsctor’s safety in humans ard
that he might receive either the growth fac-
tor or nothing more than & placebo. He got
his treatment at the Clinical Center last
February, and he’s had some follow-up
monitoring of his cyes to make sure the
growtk 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 iil
effects but that it has made him feel much
better, reducing his angina attacks and re-
liance on nitroglycerine pilis. That may be,
but rigorous scientific proof of the growth
fecter'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 enough patients with just the right
disease or discrder. A prime source is
other doctors, who refer patients with baf-
fling or difficult-to-treat ilinesses 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 referrsd 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 organized around vanious dis-
eases. The Foundation for Ichthyosis and
Related Skin Types is helping recruit fam-
ilies with these disorders through its
newsletter. The National Institute of Aller-
gy and Infectious Diseases has established
links with neighbortiood clinics in the
Washington area tc increase the number of
African-American patients ir: certain stud-
ies of HIV and AIDS.

THERE ALSO ARE WAYS 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 hutp://www.cc.nih.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 Dz Ellis Unger’s heart
study in USA Today brought in about 100
new volunteers.

People who are ili—or their doctors—
may also call to!l-free numbers to get in-
formation about studies being conducted
on the NIH campus. You may cail 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 pezcent of calls come
not from doctors but directly from iil peo-
ple or their relatives.

Some seem desperate. “I remember a
gentleman 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 |
could hear ke was having trouble breath-
ing. Unfortunately, we weren't studying
his disesase at the time. You try tc 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 con:mon, though,
are studies that can’t find as many subjects
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as needed—designed for 20 patients per-
haps but with only one errolled after six
months or approved for 250 patients but
able to find only 60 after several years,

One difficulty: Patients in other parts of
the country sometimes choose to go to aca-
demic medical centers closer to home. Iroa-
ically, these centers’ research may be sup-
ported by NIH grants and some of their pes-
sonnel may have been trained in Bethesda.

The pool of potential patients may also
be limited by the nature of the disease it-
seif. Some are so rare that only a handful
of people in the entire country are sffected,
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.

NIH has a registty 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 wko can get to Bethesda
easily, some are NIH employees, but oth-
ers come from afar, including relatives and
friends of pstients.

TRYING TO L1VE PAST
THE AGE OF 1

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 thay affect only a certain
segment of the population-—the old, the
young, mer, women, 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 charce 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 ili-
ness but because they are healthy. These
volunteers are used to understand what is
normal in the functioning of the human
body snd mind: in one study, researchers
are observing how people walk to deter-
mine what constitutes a “normal gait.”
Such volunieers are used in dozens of
studies, filling out questionnaires, taking
psychological tests, working out on exer-
cise machines, giving samples of blood
£nd 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 abie to go 1o school in a
regular classssom 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 therz were tough times, including two
extended hospitalizations at Duke Univer-
sity Hospital when she was 6 and again at
12, Twice she started coilege 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 Carclina.

Last February she was cvertaken by yet
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
censidering 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 terribie shape
that ker 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 infecticn, and she eventually sank
s0 low that she spent a couple of weeks in

the intensive-care unit and was placed on a
ventilator. She does niot even remember a
visit from South Carolina Senator Strom
Thurmond, who once owned a home in
Aiken built by her father, Robert, and
whose sori and daughter were her kigh-
school friends.

AMONG THOSE IN CHARGE OF
Tara’s case wes Dr. Jokn Gallin, who
serves as the Clinical Center’s top admin-
istrator in addition to continuing research
on CGD and other rare diseases. During
more than two decades of work at the Na-
tional Institute 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 ard 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 irfection 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 thzt had been effective with other
other CGD patients.

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

HERE THERE IS A
HANCE FOR A CURE

MANY PATIENTS WHO ENROLL IN
studies at the Clinical Center have arrived
at a point in their iliness 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 Lave 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—witk: 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
Canter and an expert on chronlc granule-
matous disease. A recovered patient, Tara
Shellhouse, is ready to go home after
three months of treatment.

Clinical Center is free. Budgetary pressures
t under stess——more
= treated without ex
pensive inpatient visits, follow-upz of pa
tiensts don't stretch out as long as they once
did, ailments that are not strictly related to a
study are lefi to hometown doctors, and
there has beer: talk higher up i the govern
ment of forcing NIH to recoup some of its
costs from health-insurance companies,
But frec care survives—a godsend not
only for the estimated 20 percent of Clint
cal Center patients without health insur-
ance but also for those whose illnesses
have gone on 50 long that they are bump-
ing up aguinst private insurers’ spending
caps, face insurers’ unwillingticss to fi
nance caperimental treatments, or hiave
drained their own pockets. Many of the in
stiiutes also subsidize travel for patients,
with airline tickets purchased at & dis
counted government rate, mileage reim
bursements, and pee diem arrangements on

kotels and food.
Participation in an NIH
study also offers patients
something they can't get in
normal Lospital—an outlet
for their altruism, which
seers 10 grow in many peo
ple as their own situstion de

brochure
given to new patients, many
of whom feel decpest kin-
ship with others in the same
straits 25 themselves,

ARRAYED AGAINST
thess benefits of comiing to
NIH are some drawbacks. It
may meun frequent trips
from far away that require
absence from a job, entail
expenses not covered by
NIH reimbursements, or
physically tiring, Fred
Boykin, a Clinical Center
social worker. tells of the de-
mands on one of his pu
tients, & man who lives on
the West Coast. His treat
ment required him 19 make
roundeap flights between his
home and Betheada every
week for two months, fol
lowed by woother two
months of trips svery other week,

Some studies also require patients to re
main in—aor close to—the Clinical Center
for long periods, leading 10 isolation from
their families, friends, and communities,
Although the avarage stay at the Clinical
Center is about nine days, there are ps-
tients who stzy for weeks or months at a
tretch, Some children miss s0 much
school during these stays that NIH has
teachers available to coordinate the'r
homework with teachers back home,

Oceagionally 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 Chinical Center
during Christmas holidays to undergo a
biopsy that was crucisl to the research or
going home to her tamily, “She said, ‘I feel
good for the first time in three years and |
want to be at home, And yet { feel an
obligation 1o the physician who is con
ducting the researck. After discussion
with everyone, it was clear that her needs
ought to ke precedence over the needs of
the study. The biopsy was lost, but she
went home.”

Research subjects also may he exposed

1o the pain and discomfort that sccompany
the extra diagnostic procedures and exper-
imental treatments involved in research,
including extra biood draws, biopaies, and
lumbar punctures. And some experimental
drugs—being used in humans for the first
time-—may 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
occur. In 1993, during a study of an exper-
imental drug for chronic hepatitis B in-
volving 1§ patents, § 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 Pood snd Diug Administration end
others by an NIH advisory panel and the
National Acadeniy of Science's Institute of
Medicine describing the episode as an un-
svoidable 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
gpelled out in federal regulations, which
are nimed at avoiding repetition of abuses
that have occurred both in this cou

abroad. The torture und Kitling of |
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
humian-subject rescarch in 1949, Exposure
in the early 1970s of the US Public Health
Service's Tuskegee syphilis experiment, in
which poor black men in rural Alabama
had been denmied effective (reatment by
penicillin beginning in the 1930s so that
docters could study the progression of
their illness, further heighténed awareness
of ethical issues,

Three ethical principles are paramount
in the rzsearch done with humans at NIH
and any other Institution using federal
money, says Christine Grady, a Clinical
Center bloethicist. The anticipated bene-
fits of all studies—whether to a patient
hoping to be cured or (o society at large
must justify the risks he . Subject
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—like the orphans, prisotiers,
mentally retarded, aged, or poor wko
ance were exploited iz meilical experi-
ments—:s 0 begr the burden of research
rigkg unduly.

Another decision facing would-be pa
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tients ot NIH is whether they wish to par-
ticipate in studies where they may be gives:
a placebo—essentially a useless com-
pound of milk suger—initead of the ex-
penimental 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—s0 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 pilacebo
and who's geiting the active drug are kept
in the Clinical Center’s pharmacy depert-
ment, which prepares and dispenses fook-
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 rew 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 solutior: or milk sugar. On the
other: Since no other treatment is usually
available, you at least have a 50 percent
chance of getting an ctherwise 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 1o
« 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 cffective. Some studies have inde-
pendent review committees, which are
given special access to preliminary re-
suits and have the power o stop or “un-
mask” a blinded study if a drug is show-
ing great resulis. 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 sad clinical alerts
issved. involving improved treatmients for
breast cancer, sickle-cell anemia, rectal
cancer, heart disease, pediatric AIDS, and
several other diseases.

120 THR WASHINOTONIAN

HiV-positive for ten years, has responded
well 0 an experimental drug. The NIl
pharmacy dispenses about 1,780 drugs.

BATTLING THE
AIDS VIRrRus

IN 1987, AS FEAR OF AIDS WAS
growing among gay men throughout the
ccuntry, Mitchell Brean was living in Los
Angeles, where he had just started a small
compeny to mamufacture high-end furni-
ture for the inter:or-design trade. He was
the picture of heglth, just 29 years old, but
news thet a former pantner had died of the
disease was et:ough to convince him to go
in for a test. He was HIV-positive.

Brean started tzking the new antiviral
AZT, a drug whose eifectiveness against
AIDS had bezn established 'r: large part by

ieatists st NIH. But AZT
was new then, and he quit aRer three
months because it was uncertain whether it
ought to be taken as soon as possible or de-
layed until his bealth began to deteriorate,

A couple of years later, in 1989, Brean
moved down the coast to hiz hometown of
San Diego. His business prospered and his
heslth remained good. *'I took good care of
myseif—exercised, tock vitamins, was
careful about what [ ate,” he says. "Ard I'd
never been a drinker or smoker” While
people are not cons:dered t¢ have full-
blown AIDS uniess their T-cell count drops
below 200, his count was nearly 1,000.

Eut a couple of years ago his T-celi
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 happenad on to an
article about a doctor i San Diego who
was enthusiastic about ar experimental
drug cailed 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 &t 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
Washir:gton-—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 taiked about the side of-
fects—"think of the wormt flu you've ever
kad, then multiply it by ten"—and they
drew blood to make sure his T-cell count
wis below the cutoff point of 500.

In California he had tested in the 400s,
50 tre 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
2 more convenient injection form—that
would accept him,

For a year Brean flew every other maointh
from San Diego to Bethesda and took [L-2
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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 level of HIV in his
blood is too low to detect.

HELPING 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 Clinicai Center. Qutside—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,
Twaety, and other cartoon characters. The
gkylit 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 Shaf:
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 comguter 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 CEQ at the time, Dr. Roy Vagelos,
siarted 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 onz 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

a8 ABC's Cokie Roberts. The involvement
of Walgren—whose husband. Doug, served
seven terms as a Democratic congressman
from Pennsylvania until his defeat 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 off-peak hours.

ADULT PATIBNTS FACE A HOST OF
problems too, and the Clinical Center 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-
cal support that no hotel can maich, It’s de-
signed to encourage children and their
families to overcome their isolation by in-
teracting with other: who are batding ill-
nesses 0o, 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 filied 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 falien out as a resuit of
chemotherapy, so she painted her bald
head orange and entertained the younger
kids as a jack-0"-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.
Dactors 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 (associated 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 8o
terribly alone. This is especially helpful
for patients with rare diseases, who may
never have met anyone clse 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
wsrd 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, ofien 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
wsay using computer chat rooms to bring
together adolescent boys with HIV, who
suffer from intense isolation.

{wo TlgNGs 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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MM has 3 soiwtien,

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 are two things
that every little girl always wants. And
that's to get married and have children.
Whaen | was littie 1 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 ilinesses she had experienced
secemed 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 prematurc menopause. Despite
this. a doctor she was seeing in Birming-
ham assured her she should be able 10 have
chiidren.

When all attempts were unsuccessful, a
doctor in Mississipp: decided in 1995 1o
do an ovarian biopsy and disccvered that
her ovaries were abnormally small. He
told her husband that it would be impossi-
bie for her to get pregnant—news the
young man finally delivered to her when
they got home from the hospital that night,

“l was hysterical,” she remembers. 1
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just couldn't believe it. 1 just fell over in
Dennis's arms and cried. It was the worst
feelirg in the world. It's s0 hard to know
that you will never kave 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
rothing could be done to restore fertility.
Still searching for a solution, she went to
another specialist st 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, afier noticing
what she thought was the cnset 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 later when
she suffered a miscarriage.

After grieving over the miscarriage for
several months, Roxanne decided to fol-
low up on a contact given her carlier by the
doctor in Jackson, He had received a letter
indicating that & doctor at the National In-
stitute of Child Healt:: and Human Devel-
opment in Bethesda was looking for
women whose ovarian failure was due to
autoimmune attacks. The rescarcher was
Dr. Lawrence Nelscn, and his study was
intended to determine how common the
problem is and whether, in a placebo-con-
trolled triai, 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. “1 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 ir: 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 impoctant neurotransmitier 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 illness; research establishing
the cancer risks of asbestos, smoking, and
smokeless tobacco.

The 1980s: Codiscovery of HIV, leading
to & 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 ecffective treatment for
Gaucher’s disease, which affects a certain
segment of the Jewish population; the first
infusion of genetically corrected cells in
humens, in an effort to treat adenosine
deaminase deficiency, a rarc genetic dis-
case 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



a rare genetic diseasc 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-
cases once considered deadly. Consider
the impact of NIH on a couple of young
peopie 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.

AtNCI, 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 adulis
with cancer.

Today, at age 28 and four years 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 cight-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 ulirascund test, which discovered
what was thought to be an abnormally en-
larged appendix that required surgery.

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 tc 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 recommendad
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-morm-
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 dozeas 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

time when hope and disappointment coexist.

sick from the chemotherapy, which caused
sores in his mouth and hair loss.

But he left cancer-free and hss had good
checkups since—well past the danger
point for any recurrence. This fail, 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-
Some are so little understood that scien-
tists can do no more than follow their nat-
ural course, trying to replace their bafile-
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 & process that may
take many years—a time when hope and
disappointment coexist.

ONE PATIENT WHO FACES AN UN-
centain 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 Inn, mother and
son make their way up the hill to the Clin-

the study Jason’s enrolled in. Adamson is
consulting with neuroradiologists about
what the images show, but Jason has so
many tamors that it is 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 moming.

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. Barretie
exits. leaving Jason and Linda alone. Be-
fore long the cleaning people begin their
end-of-the-day rounds, dasting the tables,
sweeping the floor, and wiping the glass
on the aguarium, where a little sherk
swims back and forth.

About 5:30 Dr. Bamrette retums to say
that Dr. Adamson wants (0 meet with the
two of them st 11 the next moming.

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

“No, no, 1 don’t think 50.” says Barrette.

Just then Adamson himself comes iato
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 cither.” ,
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