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FROM THE CHANCELLOR

Serious about science

This September, Duke Medicine hosted
a landmark event: our 75th Anniversary
Science Symposium. The symposium brought
together a brilliant group of scientists, both
accomplished and aspiring, who came from
Duke and around the nation to attend. Any
time we have so many gathered in one
place to celebrate and discuss science it is
invigorating, and the theme for this occasion
was particularly inspiring: “Science’'s Next
Great Idea.”

creating, sharing, and using new knowledge
and new discoveries. By doing so, we will
make a difference in our community and
around the world.

For this reason, we announced at the
Science Symposium a number of initiatives
designed to strengthen science at Duke. They
include the creation of a Science Advisory
Council composed of Duke researchers, and a
Scientific Advisory Board of leading research-
ers from outside our institution. In the coming

| believe that Duke Medicine has both the potential and
the duty to set the pace for creating, sharing, and using

new knowledge and new discoveries. By doing so, we will

make a difference in our community and around the world.

about some of our physicians and scien-
tists who are translating their research'o
discoveries into new treatments for ill&
nesses across the spectrum of humany

health—from exploring innovativess '«

heat-based therapies for cancer, to"
leading efforts to develop an HIV/AIDSy
vaccine and improve medical care for);;'
current sufferers at home and abroad
to developing a lifesaving treatment
for the genetic disorder Pompe disease: 7
These stories are just a sampling of how? o
Duke’s investigator-driven research can:£5:
lead to scientific advances that bring
healing and hope to the sick and improve
health around the world.

Duke’s science, both curiosity-driven and
disease-based, encourages us to be inquisi-
tive, to challenge paradigms, and to solve
fundamental scientific mysteries. But achiev-
ing success also takes the dedication of time
and resources at personal, professional, and
institutional levels.

| believe that Duke Medicine has both the
potential and the duty to set the pace for

ATy

months, these groups will generate ideas
and provide guidance as we move Duke
science forward.

We also announced a transfer of $280
million from our health system reserves to
support research and education. This his-
toric transfer offers our academic efforts
unparalleled financial stability in a time of
shifting government budgets and unpredict-
able markets. It enables us to move forward
with the strategic plans of the Schools of

Medicine and Nursing. It also gives us much-
needed support for investigator-directed basic
discovery and clinical research activities, which
are vital for advancing knowledge, education,
and training.

Our plans are ambitious, and while good
investment growth over the past few years
has enabled this one-time transfer to support
academics at Duke, achieving our ambitions
will continue to require funding from govern-
ment, industry, and other organizations, as
well as the generous philanthropic support
of our friends and donors. Yet by establish-
ing this fund we are saying, in a very concrete
way, that we are serious about our commit-
ment to science.

Wilburt C. Davison, MD, the first dean of
the Duke University School of Medicine, came
to Durham to build an institution that would
use science to advance medicine. The people
he hired shared his passion, and over the
last 75 years researchers at Duke have sig-
nificantly advanced medicine through basic
discovery, public health policy, and everything
in between.

We hope that Duke Medicine’s public
commitment to science will encourage and
inspire donors to join with us as we seek to
transform medicine. By working together,
we can ensure that our next 75 years will be
even more productive and exciting, and that
Duke Medicine will continue to be recognized
as an institution where science provides a
strong foundation for the study, practice, and
advancement of medicine.

VICTOR J. DZAU, MD

PROFESSOR OF MEDICINE
CHANCELLOR FOR HEALTH AFFAIRS,
DUKE UNIVERSITY

PRESIDENT AND CEO,

DUKE UNIVERSITY HEALTH SYSTEM
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Twenty-five years after the ; ?

first AIDS diagnosis, scientists -
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are taking research in new _j_
directions—with the goal of ’
closing in on a vaccine at last.
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FROM DUKEMED

A fresh face

NOTICE ANYTHING NEW ABOUT DUKEMED MAGAZINE?
With this issue, we've made some design changes to reflect the
launch of a new Duke Medicine brand. An overarching name that
represents the total scope of Duke’s health-related entities and
endeavors, “Duke Medicine” will be appearing everywhere from
building signage and business cards to publications and print ads
to a new series of television spots beginning in January 2007.

As part of the campaign, we're introducing a signature look for
Duke Medicine. It features a streamlined typeface, contemporary
color palette, and modern design elements, including gradi-
ent color bars intended to symbolize the synergistic relationship
among Duke’s research, education, and clinical care missions and
to convey a sense of progress. (See what you can learn from chat-
ting with graphic designers?)

DukeMed Magazine already sported a modern design, in
keeping with our purpose of communicating current events and
advances at Duke Medicine. Accordingly, the changes to this mag-
azine are fairly subtle—Botox versus a full facelift. But we think
the refreshment is, well, refreshing...and a good reflection of this
forward-facing, ever-evolving institution.

Before After

Let us know how you like the new look—and the rest of the magazine—by
filling out the reply card inserted into this issue. You can also write to us at
DukeMed Magazine, Duke Medicine Office of Creative Services, DUMC 3687,
Durham NC 27710, or send an e-mail to dukemedmag@mc.duke.edu. We
look forward to hearing from you.
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from the

Nourishing research in lean times

by R. Sanders Williams, MD
Dean, Duke University School of Medicine

Founding Dean, Duke-NUS Graduate Medical School Singapore

Vice Chancellor for Academic Affairs

In recent years the growth of federal support for biomedical research overall has come

to a virtual standstill. Yet support for Duke medical research has increased significantly

—over the past five years, Duke has risen from 11th to fifth among all medical schools

in the rankings of NIH funding.

DURING MY YEARS as a practicing car-
diologist, | often stood at the bedside of
a critically ill patient with nothing left to
offer except reassurance to the family that
every known therapeutic measure had been
employed. At such times | yearned for more
knowledge and better technology that might
have rescued my patient or, better still, pre-
vented their progression to the end stage.
Most physicians have had similar experiences,
and they often make a lasting impact. For me,
and for many of us here at Duke Medicine, the
emotions generated by such encounters joined
with an innate curiosity about the workings of
the molecules and cells of the human body to
direct our career paths towards research.

The faculty, staff, and students of Duke
Medicine do a great deal of research, and
they do it very well indeed. At least 500 of
our faculty serve as principal investigators on
research grants, with hundreds more graduate
students, post-doctoral fellows, and medical
students engaged in such studies as well.
Collectively, we spend over $450 million annu-
ally to conduct research. While endowment,
philanthropic gifts, and investments from our
clinical enterprise provide important support
for these efforts, more than 85 percent of the
funding comes from industry or U.S. govern-
ment sponsors, primarily the National Institutes
of Health.

Securing NIH funding is not easy. Our grant
proposals are judged by peer reviewers in an
open and fierce competition with investiga-
tors from other schools. Moreover, in the past

two years, the growth ™=
of federal support for
biomedical research
has come to a virtual
standstill. In the most
recent NIH fiscal year,
its budget grew by
only 2 percent—an
actual decline in pur-
chasing power. Yet,
remarkably, support to
Duke medical faculty
grew by about 14
percent, to some $350
million. Since 2001,
Duke has risen from
11th to fifth among
all medical schools in
the rankings of NIH
support. Over the
same period our School of Nursing has moved
from 44th to 19th.

How have we done so well during these
relatively lean times? Personally, | believe it
has been by remaining true to a few basic
principles that put us in a strong position to
advance our research mission. First is the
belief that excellence in research is a defin-
ing element of Duke Medicine, one worthy of
sacrifice to achieve. This belief permeates our
institution, and is championed even by those
who have little direct involvement in research
activities—as evidenced by the recent trans-
fer of $280 million from our health system to
support research and education.

Second, Duke has a superior environment
for building research teams. When | began
my research career in the 1970s, biomedical
research was consid-
ered a solitary art, but
today the most impor-
tant findings often
come from teams of
investigators. At Duke,
such signature pro-
grams as our Global
Health Institute and
Translational Medicine
Institute both illus-
trate our dexterity
for teamwork and lay
the groundwork for
our continuing lead-
ership in this arena.
[Read more on pages
4 and 64.]

Finally, our success
rests on gifted faculty
members who choose
to do their work here— both because of the
rich intellectual climate, and because Duke
strives to provide an environment in which
success is limited only by one’s own energy
and talent, and not by internal constraints.

Of course we must constantly reaffirm these
ideals in order to realize them. Our Strategic
Plan (online at dukehealth.org/vision) calls for
a number of new measures to help us contin-
ue to place a priority on research, strengthen
research teams, and support individual inno-
vation. With our commitment secured, | have
no doubt we will be able to continue to excel
in research, and to offer new hope to the
patients we will stand before in the future.






CLINICAL UPDATE

PEOPLE WITH SEVERE CORONARY artery disease live significantly
longer if they receive bypass surgery as their initial treatment instead
of artery-opening angioplasty or heart medications, according to a
Duke analysis of outcomes from over 18,000 heart patients.

In a key part of the study, the researchers examined outcomes
of patients with severe disease treated between 1996 and 2000
(when stents, which significantly reduce rates of artery reblockage
after angioplasty, first came into widespread use). The patients who
received bypass surgery lived an average of 5.3 months longer than
those treated by angioplasty. In other study results, the research-
ers found that both bypass surgery and angioplasty provided more
benefit for patients than medicines alone.

Yet the researchers estimate that up to 40 percent of patients
diagnosed with severe coronary disease are treated first with angio-

b <y

plasty or medications and not given the opportunity to receive bypass
surgery. “These findings should change practice,” says lead investiga-
tor Peter Smith, MD, chief of cardiothoracic surgery. “It may sound
very appealing to patients with severe coronary artery disease to get
a treatment that is less expensive or less invasive, but they may not be
getting the same survival benefit as patients receiving bypass surgery.”

Smith notes that, while the study period ended before the
widespread use of “drug-eluting stents,” which slowly release drugs
to keep the treated artery open, “We believe that our findings have
a particular relevance to practice today, since recent studies suggest
that there may be problems with the long-term durability of drug-
eluting stents.”

Study results were reported in the October 2006 Annals of
Thoracic Surgery.

Scleroderma: Can stem cell transplants help?

IN A BOLD attempt to control the disabling
and often fatal autoimmune disease sclero-
derma, physicians at Duke are leading a
national study to test whether stem cell
transplants can reconstruct defective immune
systems. If successful, the therapy would
represent the first therapy ever to treat and
potentially reverse the disease itself, not just
alleviate its symptoms.

In people with scleroderma, the immune
system attacks the body’s connective tissues
that support the skin and internal organs.
These patients experience varying degrees
of pain, inflammation, hardened skin, and
organ failure. The standard therapy is the che-
motherapy drug cyclophosphamide, which
suppresses the immune system. The drug alle-
viates symptoms but doesn't alter the course
of the disease—about half of patients with
severe organ involvement die within five years
of diagnosis, despite treatment.

“We are hoping that stem cell transplanta-
tion will actually lessen or eradicate
the defective immune response that
initiates and perpetuates the

tigator for the seven-year, multi-site study
called SCOT (Scleroderma Cyclophosphamide
or Transplantation). SCOT will compare the
effects of 12 monthly treatments with high-
dose cyclophosphamide versus stem cell
transplantation, which is traditionally used
to cure aggressive and recurrent cancers or
inborn errors of the immune system.

Scleroderma affects up to 100,000
Americans and strikes three to four times
as many women as men. The SCOT study is
being funded by a $20-million grant from the
National Institute of Allergy and Infectious
Diseases; it will enroll 226 patients at 36 insti-
tutions nationwide.

For more information, including
a list of participating sites,

visit sclerodermatrial.org or call
the hotline at 866-909-SCOT.

h

m_--_aa disease,” says Keith Sullivan, MD, a
Duke oncologist and the lead inves-
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A closer look at pregnancy-related deaths

A SWELLING BELLY and mid-
night pickle cravings are among the
obvious symptoms of pregnancy,
but Haywood L. Brown, MD, chair
of Duke’s Department of Obstetrics
and Gynecology, wants physicians to
remember that some symptoms indi-
cate serious problems.

In North Carolina, 108 women
died between 1995 and 1999 due to
complications from pregnancy. That
number is small when compared
with the mortality rates of 50 or 75
years ago, but it still includes preg-
nancy-related deaths that researchers
consider preventable. The deaths are
also unevenly distributed, with black
women bearing the brunt of the risk.

According to results of a state-
wide review by the North Carolina
Pregnancy-Related Mortality Review
Committee (published in Obstetrics
& Gynecology in December 2005),
the top causes of pregnancy-related
death were hemorrhage, amniotic
fluid embolism, cardiomyopathy, and
complications from chronic illnesses
such as heart disease, hypertension,
and diabetes. Forty percent were
ruled preventable. While deaths due

CLINICAL UPDATE

to amniotic fluid embolus, |
microangiopathic hemo-
lytic syndrome, and
cerebrovascular accident
were ruled unprevent- ¥
able, the panel found that
almost all hemorrhagic *
deaths and deaths from

N

Pregnancy-related deaths have plummeted in the last century, but the
overall mortality rate of women who are pregnant is climbing because of
trauma and other deaths not related to the woman'’s health, says Brown.
Today, the leading cause of non-pregnancy-related deaths among white

women is motor-vehicle accident; for black women, it is homicide.

complications of chronic illnesses
were potentially preventable.

“We felt these deaths resulted
from problems in the health system
or in access to care,” says Brown,
who served on the committee. “For
example, perhaps a woman with
severe heart disease was not made
aware that pregnancy was a serious
health risk for her. Or a woman didn’t
have the resources for prenatal care
and developed fatal hypertension.
Also, if there was a lack of planning
for follow-up or transfer of care and
it led to the patient receiving sub-
optimal treatment at any point, we
consider those preventable deaths.”

The committee noted with concern
that 46 percent of the deaths among
African American women were
potentially preventable, while only
33 percent of the deaths in white

Visit Duke University Health System online at dukehealth.org

Haywood L. Brown, MD

women were prevent-
able. The disparity may be
explained in part by the
higher incidence among
black women of hyperten-
-~ sion, heart disease, and
"« type 2 diabetes. "We
need to reinforce prenatal
counseling for these women,” says
Brown. “We want to make sure that
if a woman at significant health risk
chooses to undertake a pregnancy,
she does so with a full knowledge of
the risks.

“There hasn’t been a significant
decline in pregnancy-related deaths
since 1982,” Brown adds. “That's part
of what compelled us to do this study.
We want to know what the system
issues are, what the preconception
issues are, what the diagnostic and
treatment issues are that we could be
working on to reduce that rate and
understand the disparity in mortality.”
He was surprised, for example, by
how often deaths from ectopic (tubal)
pregnancies still occur—sometimes
because a woman with subtle symp-
toms is misdiagnosed.

“While we are talking about ‘only’
four to eight deaths per hundred
thousand pregnancies, if it's our
daughters, sisters, or wives we're
talking about, then that small number
takes on a profound significance.”

N DukeMed
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making of a

HOW ONE DUKE SCIENTIST'S PASSION INFUSED A MEDICAL CENTER,
TRANSLATING—15 YEARS, MILLIONS OF DOLLARS, AND HUNDREDS
OF HELPING HANDS LATER—INTO A LIFESAVING TREATMENT FOR A
GENETIC DISORDER THAT ONCE KILLED EVERY BABY IT TOUCHED

°

ean and Mitch Kelly lost their son Ryan

to Pompe disease in 1995. Because the

disease is an inherited genetic disor-
der, the couple—who also have a healthy
son named Austen, now 14—decided not
to have any more children. But then Jean
became pregnant again. Amniocentesis
showed that their third child indeed would
be born with Pompe.

“It was horrible,” says Jean Kelly. “I was
five months pregnant. They called me at
work with the results, and I went into the
bathroom and I was just so angry. I was
kicking the bathroom stall and crying,
thinking this just cannot happen again.

I don’t think I can go through this again,
I just can’t lose another child. And then I
felt the baby move.”

By the time Jean arrived home that
day her husband was at their computer,
e-mailing pediatric geneticist Y.T. Chen,
MD, PhD, at Duke. The couple had visited
Chen five years earlier, when Ryan was
diagnosed, and they knew Chen’s team
hoped to eventually launch clinical trials
for a potential treatment. If the Kellys were
very, very lucky, the couple thought, per-
haps their youngest son could—unlike all
other babies born with Pompe disease to

that point—have a fighting chance at life.

BY MARSHA GREEN
AND KATHLEEN YOUNT






