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Bone marrow transplants tapped for
“bold new step” in disease treatment

Broadening the applications
of BMIT include treating
autoimmune disease, but
scientific questions about the
~ expensive experimental
procedure abound.

Mark Moran

AMNEWS STAFF

A 9-YEAR-OLD OREGON GIRL WAS
scheduled this month to receive a
bone marrow transplant for severe ju-
venile rheumatoid arthritis.

The procedure, which appears to
be unprecedented in the United States
for this condition, would make Mollie
Hauck, of Canby, Ore., a pioneer in
the use of BMT to treat autoimmune
disease.

Physicians at Oregon Health Sci-
ences University’s Doernbecher Chil-
dren’s Hospital in Portland planned
to remove bone marrow stem cells,
ablate her immune system with
chemotherapy, then re-infuse the
stem cells with the hope that they will
regenerate a healthy immune system.

BMT for autoimmune disease is a
nascent but expanding area of experi-

mental therapy that, if proven suc-
cessful, could change the way physi-
cians think about rheumatoid arthri-
tis, multiple sclerosis, lupus and scle-
roderma: from chronic illnesses re-
quiring long-term palliative care, to
conditions that may be all but cured
by rejuvenating a defective immune
system.

Yet a host of scientific questions
are yet to be answered, and the real
world applications of a procedure
that can cost upward of $100,000 re-
main to be seen.

“This is a bold new step in the
treatment of these diseases, but the
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Southeast struggles

with sky-high STDs

While most of the country is
talking about eradicating syphilis,
high STD rates in the Southeast are
exacerbated by poverty; geography,
conservatism and lack of resources.

jury is still out,” said David Sherry,
MD, director of pediatric rheumatol-
ogy at Children’s Hospital and Re-
gional Medical Center in Seattle. Dr.
Sherry, who is Mollie’s rheumatolo-
gist, emphasized that her condition is
of the severest sort and that the
transplant follows years of expensive
and painful standard care.

“Where this is going to settle down
in our armamentarium is yet to be re-
vealed,” he said. “If we refine our
techniques over the next 10 years so
[the procedure] becomes safer and
proves to be curative, it may be used

Continued on page 44
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Bone marrow transplants tapped for new treatments

Continued from page 41
for milder disease.”

Prevalence figures for autoim-
mune disorders vary due to differ-
ences in diagnostic criteria, but one
analysis of prevalence and incidence
studies using conservative criteria,
published in Clinical Immunology
and Immunopathology (September
1997), found more than 8 million peo-
ple with one of 24 autoimmune dis-
eases: 154,278 with multiple sclerosis;
1,736,099 with rheumatoid arthritis;
63,052 with systemic lupus erythe-
matosus; and 8,922 with scleroderma.

Yet physicians agree that BMT,

which has had an 8%-9% mortality
rate in Europe, should only be consid-
ered for very ill patients who haven’t
responded to conventional therapy.
Spokespersons for the American Au-
toimmune Related Diseases Assn. and
the National Multiple Sclerosis Soci-
ety said BMT isn’t recommended for
the vast majority of patients.

Still, optimism about BMT for au-
toimmune disease is high, based on
animal research and successful hu-
man trials in Europe. At least two re-
search consortia — one centered at
the Fred Hutchinson Cancer Re-
search Center in Seattle and another

at Northwestern University Medical
School in Chicago — have developed
protocols for performing bone mar-
row transplants on patients with se-
vere autoimmune disease.

Approximately 48 BMTs have been
performed in the United States for
MS, lupus, scleroderma and rheuma-
toid arthritis. More than 200 of the
operations have been performed in
Europe, where the mortality was 8%
t09%.

The National Institute of Allergy
and Infectious Diseases has issued re-
quests for proposals to conduct clini-
cal trials to test the procedure and is

negotiating contracts with research
groups.

Broadening applications
THE BROADENING APPLICATION OF
bone marrow transplant has been fur-
thered by a host of advances making
the procedure safer and more effi-
cient. These include use of “commit-
ted” stem cells, drugs that allow
stem cells to rapidly regenerate, and
better surveillance and treatment of
infection.
Last month, physicians at Massa-
chusetts General Hospital reported
Continued on page 46
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“This is = bold new step
of these

diseases. but the jury IS

[prmance is bejleyr than
what we might have i
pected naturally,” Ham
MS expert Jerry Wolyy,
sk MU professor 6
neurology at the Univey
silv ol Texas, |+.,,u.._.“”j
Health Science Center

In the case of MS, for
which there is the maosy
extensive BMT expor
pnee, the role of immune
dysfunction in the disease is debated.

it is still an open question whethe;
the disease 15 4 primary autolinmune
disease.” D wolinsky said.

Aamong physicians who have regis.
tored caution about the procedure s
one who was amang the first to per
form it in the United States. Richard
fturt, MDD, divector of allogenic stem
cell transplantation at Northwestern
University Memarial Hospital, said
ihe mechanism by which autoim
mune diseases appear to remit follow
ing BMT is unknown The notien that
stem cells can regenerate into a
healthy immune system is unproven
and may not account wholly for ap-
parent successes.

Some of the reported success sto-
ries may be due to “expectation bias”
on the part of physicians and pa
tients. “The more risky a procedure is
the more expectation biis on Ui pert
of people who o 1 TR BT for
Prenst CAncaT the proceduye i= liahle
in be attractive to desperately {1l pa
tients seeking a last resort For this
reason, Dr Burt and others involved
in the research emphasize that the
procedure should be performed at
gualified transplant centers under
protocols.

In multicenter trials of BMT for
MS, lupus and rheumatoid arthritis,
Dr Burt and colleagues hope to use
“gene marking” to understand the
mechanism by which transplanted pa-
tients remit or relapse. By inserting a
marker into transplanted stem cells, it
may be possible 1o determine if regen-
erated cells, or surviving host immune

cells, are associated with relapse.

Dr. Burt said he also hopes to study
the cost-effectiveness of the proce-
dure by gathering data on past med-
ical costs incurred by patients receiv-
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ing standard care. At Northwestern,
10 patients with MS, seven with lupus
and four with rheumatoid arthritis
have received BMT Of those, about a
third were paid for by msurance, the
others were free or paid for out-of-
pocket by families.

Dr Burt agreed that the procedure
is causing a paradigm shift. When he
began pioneering BMT for autoim-
mune disease 11 years ago. he met "a
<tiff wall of resistance”™ from the
medical community.

“Now the pendulum has SWUng.

he said. “The truth is probably some
where in the middle, 1t could be an ef-
fective treatment for some autoim
mune disease but not for others
where the risk may be too high What
we ve seen is a shift in the medical
community from thinking [about au
toimmune disease] in terms of pallia-
tive care and doing no harm. to tak-
ing a risk that you might do “;m“
harm in order to potentially cure
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