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Fred and Dee Lyons

Endowed chairs are
instrumental in helping
Children's Mercy attract
top caliber physicians and
researchers, such as
Lanny Rosenwasser, MD.
Fred and Dee Lyons
established the Dee
Lyons/Missouri Endowed
Chair in Pediatric

Immunology Research as

a tribute to Dee's years of work on
behalf of children.
For more than 20 years, the
Lyons have been staunch advocates
for Children's Mercy. Their support
of pediatric medical research
continues to strengthen the hospi-
tal's clinical, educational and
research capabilities.

Fred has worked to establish
numerous chairs and awards for
medical research at Children's
Mercy Hospital, including the
Marion Merrell Dow Clinical Scholar i o
Awards program and the Marion
Merrell Dow Chair in Pediatric
Pharmacogenomics. From 1998 to
2001, Dee and Fred served as
co-chairs for the Discovering
Tomorrow campaign, which raised
more than $50 million in philan-
thropic support for Children's

Mercy's medical research programs.
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New Endowed Chair Leads Immunology Research

THE AMBITION OF RESEARCHERS IS TO DISC!

VER INFORMATION which will impact
future practice. Consistent with this vision, Lanny J. Rosenwasser, MD, Professor of

A

Padiatrics, University of Missouri-Kansas City School of Medicine, was named the first

Cee Lyons/Missouri Endow

d Chair in Pediatric Immunology R ch at Children’s
Mercy Hospitais and Clinics.

“| was drawn to Children’s Mercy by its strong commitment (of resources) to

search,” says Dr. Rosenwasser. “Dr. Jay Portnoy’s well-established Aliergy/

Asthma/Immunology research, Dr. Steve Leeder's work in pharmacology and research

strengths in genetics augmented my admiration for this institution.”

Dr. Rosenwasser’s research encompasses the disciplines of Immunclogy,

Pharmacology and Genetics in his studies of the interaction of genetics and the

environment in determining the va susceptibility of different individuals to asthma

oF

gic disorder

nd other vimunoc to treatment. Dr. Rosenwasser's

vision is to develop new freatments for immune diseases and to understand how they

interact with the genetic and environmental compos

Widely published and having served on the editorial boards of many prestigious

journals including 1

2 Journal of Allergy and Clinical immunology, Cellular Immunota

and the International Archive of Allergy and Immunology, Dr. Rosenwasser is a

natiohally and internationally renowned physician in immunology rese

The Dee Lyons/Missourl Endowed Chair unology Research is made

possible by a g t from Fred and Dee Lyons in honor of Dee's service 1o

§ok

Children's Mercy. The i by the University of

t from the Lyons is mat

=

Missouri system to s
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Searching for Sickle Cell Pain Relief

WHILE CHILDREN WITH SICKLE CELL DISEASE MAY LOOK NORMAL,
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Kathleen A. Neville, MD, MS

As a researcher and a
clinician, Kathleen A. Neville,
MD, MS, Hematology/
Oncology and Clinical
Pharmacology and Assistant
Professor of Pediatrics,
University of Missouri-Kansas
City School of Medicine, views

herself as helping to bridge

the gap between clinical
practice and research in sickle
cell disease.

Dr. Neville is one of only a
handful of physicians in the
country trained in both pediatric

hematology/oncology and clinical

pharmacology. She is also unigque in
that she holds a master's degree in
clinical research. Dr. Neville
believes that her background makes
her ideally suited for translational
research, for figuring out what the
clinically important questions are
and how to best answer those
questions with focused research.

Dr. Neville was attracted to
Children’s Mercy because of the
international reputation of the
Pediatric Clinical Pharmacology
Program and her experience in
working with Gerald Woods, MD,
Hematology/Oncology section chief,
Professor of Pediatrics, University of
Missouri-Kansas City School of
Medicine, on clinical trials related to

=i sickle cell disease.




Christopher J. Harrison,
MD, Infectious Disease,
and Associate Professor
of Pediatrics at University
of Missouri-Kansas City
School of Medicine, has
long held an interest in
pediatric infectious
diseases and newborns.

Dr. Harrison has led or
participated in pediatric infectious
disease research at several
children’s hospitals. He has
authored more than 70 journal
articles, hooks and book chapters
and is a frequent presenter at
conferences.

It was the opportunity to interact
with several burgeoning research
initiatives that brought Dr. Harrison
to Children’'s Mercy. He views his
research as building on the
strengths already in place at
Children's Mercy, including projects
in pharmacology, neonatology and
infectious disease.

“Core investment in the same
area allows for cross talk. The
Clinical Pharmacology group,
particularly Dr. Andrea Gaedigk, has
already helped greatly in focusing
my project; plus Dr. Rosenwasser,
Dr. Truog and | have parallel inter-

ests. | can see synergies evolving."
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Preventing Disease from Congenital Infection

CyToMEGALOVIRUS (CMV) 1S A “SILENT” VIRUS because there often are no
mimediate outward sympioms. Congenital CMV occurs when pregnant mothers acquire

CMV, and it dees most of §

lamage to the baby in utero. CMV infec

one 1o two

%

commen infecticus cause of mentai retardation,

percent of newbhorns. It ig the m

congenital hearing loss and other neurclogic symptoms.

Christopher J. Harrison, MD, Infectious Disease, is studying tolkike recepiors
(TLR) 2, 3 and 3, which act as first lines of defense to send warning signals
the immune system to fight infection. By evaiuating TLR, Dr. Harrisen hopes to identify

=

patterns of CMV-induced signaling pathways and why somea moth

‘s do not. The first studies will be in

established immune

Later, Dr. Harrizsen will collaborate with other hospital

obtain blood samples from CMV-infected mothers as well as their babies so he can
analyze their DNA and the signaling pathways.

“We have a five-year plan to lock at the pathways and the difference in thiose who

get sick from infection and those whe do not. data could show us how we can

i

passibly improve the bedy's innate defense system,” says Dr. Hariscn, “And becauss

5

parts of these same pathways are used by other viruses, our research may transia

e cther viral infecticns as weil”



Chetanbabu Patel, MD

Wilitam Randolph Hearst Endowment

Kathleen A. Neville, MD, MS
dolph Hearst Endowment

Lanny J. Rosenwasser, MD
Henson Award

Honoring Research Excellence
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Henson Award

The Paul Henson Pediatric
Immunology Research Award is
presented yearly to a Children’s
Mercy researcher to further
promising ongoing research in
pediatric immunology. The 2005
Henson Award recipient was Lanny
J. Rosenwasser, MD, recently
appointed head of the new Pediatric
Immunology Research Laboratory at
Children’s Mercy, and Professor of
Pediatrics, University of Missouri-

Kansas City School of Medicine.

William Randolph

Hearst Endowment

The top-rated project in the
hospital's internal competitive
grants program each spring and fall
is supported by the William
Randolph Hearst Endowment at
Children's Mercy. The 2005 William
Randolph Hearst designees were
Kathleen A. Neville, MD, MS, for her
research on The Pharmacogenetics
(PG) of Pain Treatment in Pediatric
Sickle Cell Disease and Chetanbabu
Patel, MD, for his work on
Prevalence of Hypoglycemia and/or
Hyperinsulinism/Hyperammonemia
Syndrome in Patients with [diopathic

Seizures.




Research Infrastructure

|
|
|
Office of Research and Grants
Administration

|

I

Institutional Review Board

Office of Research Integrity

Investigational Drug Pharmacy

Clinical Research Coordinators

Clinical Research Unit

Bioinformatics & Research

Computing

Internet Il

Statistical Support and Education

Pediatric Research Center
+ Microarray System

+ DNA Sequencers

+ Proteomics

- Specialized Microscopy
- Tissue/Cell Culture
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Chengpeng Bi, PhD

Research Scientist, Bioinfermatics

Matt Williams

Research Data Anaiyst

Supporting Research Through Technology

HIGH-POWERED SUPER COMPUTERS, THE INTERNET AND SOFTWARE ADVANCES
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Envisioning a Cure for Muscular Dystrophy

DUCHENNE MUSCULAR DYSTROPHY, a neuromuscular disease in boys, results
when a protein called dystrophin is absent or severely defective in muscle. The conse-
gquence is progressive muscle weakness, severe curvature of the spine (in many
cases) and death by the age of 30.

Robert White, PhD, and his associgte, Roger Gaedigk, PhD, both Children’s Mercy
genetics researchers, have a patent pending for thelr deveiopment of a transgene for
human retinal dystrophin, which has shown significant potential in the fight against
muscular dystrophy.

Research led by Dr. White and colleagues from multiple institutions ptaced a human
ratinal dystrophin transgene in the genome of a mouse strain that is affected by severe
muscuiar dystrophy resulting in early death, Having the transgene resulis in the muscular
dystrophy model having normal life spans, with reduced defects in muscle and spine.

The research, recently published in Neuromuscular Disorders, used genetically
engineered mice 1o show that gene therapy may eveniually be able to prevent the
tethal effects of muscular dystrophy,

“Basically, we were able to prevent lethal muscular dystrophy in this study,” Dr.
White says. “Other aspects of muscular dystrophy improved dramatically and were so
mild, you right not even know the muscles were sick.”

While the findings are quite promising, many more studies are necessary before the
resuits can be applied o humans. Dr. White and his colleagues are already at work on
the next phase, using experimenial bone marrow transplants to introduce that same

ratinat dystrophin into the museles of mice with musecular dystrophy.




A colleague’s discovery of

an abnormal signal in a

patient with Duchenne muscu-

lar dystrophy while performing
' ‘ a routine eye exam gave

Robert White, PhD, a vision

for the future.

For the past five years,

Dr. White, Children’s Mercy

Medical Researcher and

Associate Professor of
Pediatrics, University of Missouri-
Kansas City School of Medicine,
has been focused on gene therapy
of muscular dystrophy, with the
hope of finding a cure for the devas-
tating disease. Most recently, that
research has led to a patent appli-
cation for a transgene for human
retinal dystrophin and publication in
the international peer-reviewed
journal Neuromuscular Disorders.

Dr. White has led a team of
researchers from around the
country, including the University of
Missouri-Kansas City, the University
of Kansas and the University of
Washington.

Dr. White received his PhD from
Boston College and completed his
postdoctoral fellowship at Harvard
Medical School, Children’s Hospital,

Boston, Mass.




Envisioning future potential for
research, Children’s Mercy offers fac-
ulty members the opportunity to
mentor future researchers in their
pursuit of knowledge. Research

Days is an annual competition at
Children’s Mercy during which resi-
dents and fellows present the
results of their research projects
conducted under the direction of fac-
ulty mentors. The presentations are
10 minutes followed by a five-minute
guestion-and-answer period. Based
on evaluations by faculty judges, the
two best papers from residents and
the two best papers from fellows
receive awards.

The residents’ awards are made
possible by a gift from Uri Alon, MD,
Nephrology, Professor of Pediatrics,
University of Missouri-Kansas City
School of Medicine, and his family in
memory of his son, Saggie Alon, who
was a pre-med student. The fellows'
awards are made possible by gifts
from Robert Hall, MD, Neonatology,
Professor of Pediatrics, University of
Missouri-Kansas City School of
Medicine, and Greg Kearns, PharmD,
PhD, Clinical Pharmacology and
Medical Toxicology division chief,
Professor of Pediatrics and
Pharllnacology, University of Missouri-

Kansas City School of Medicine.

14
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Sachin Baxi, MD

Ari Auron, MD

Darin Haug, DO

Training the Next Generation of Reseachers
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Collaborations

Sharing a Common Vision for a Healthier Future

WORKING TOWARD A COMMON GOAL — A HEALTHIER FUTURE FOR ALL CHILDREN
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Children’s Mercy Hospitals and Clinics

Kansas City University of Medicine &

Biosciences

Kansas State University

Kansas University Medical Center

Midwest Research Institute

Saint Luke's Hospital of Kansas City

Stowers Institute for Medical Research

The University of Kansas

University of Missouri-Columbia

University of Missouri-Kansas City




Research Financials

Source Research Funds » 2005
Areas of Clinical Research

0,
Sate o i ation 75

Local 2%

industry 10%

Federal 42%

Intramural 38%
nital Heart Disease
Cystic Fibrosis
Research Expenditures from Funding Sources Dermatologic Disorc
Dia
Domestic Violence
Foundation 1,319,718 817,727 E wology
. ' - Eve Diseases of Chiidhood
Local 46,265 202,275 Gastrointestinal Di
Total 7,097,208 7,711,247

Growt!

Health Services Research

Publications and Presentations

Books & Book Chapters 51

Books & Book Chapters in Press 39

Other

I

Abstracts, Posters & Presentations 177

Visit our Web site at www.childrensmercy.org/research for
additional information and complete listings of pubtications
and presentations.

talpd ™ ] i oy 2 e Lo
Sickie Cell Anémis




Investigational Review Board

CY200
New Projects 171
Continuing Oversight 823
Total Reviews 994

Preserving Child Safety Now and in the Future

OUR VISION FOR CREATING A HEALTHIER FUTURE FOR ALL CHILDREN
encompasses the health, safety and general welfare of every child we see at Children’s

Mercy. As we approach research with a view for improving and advancing care for all chil-

dren, we are always respectiul of the patient's and family's present needs and wishes.
To ensure that the safety and welfare of children are always at the forefront, all

research studies involving the participation of chiidren are reviewed, approved and

monitored by our multidisciplinary Pediatric Institutional Review Board (IRBl. In 2005,
the IRB approved 171 new studies and conducted 823 actions pertaining to ongaing
oversight of studies and other research-related activities.

Additional protection of patient privacy righ

research, research m

atory animal

research. The ORI fung

ct of res




Patents, Technology Transfers & Licenses

Protecting Innovation Through Patents and Licenses |

nas resulted in a number of novel discoveries resulting in a growing portfolio of
inventions that have been patented, have patents pending or are protected by other
appropriate means. The number of such new technologies is now maore than 20 in the
last five years.

Children’s Mercy is working closely with three censulting firms to market these |

technole

; o companies that will work with t

2 inventors to introduce new products

for diagnostics and therapeutics that will improve the heaith care of children.

Companies with whom negotiations are underway include bictechnology companies,

pharmaceutical companies, software companies and venture capital finms.

Oftan, the delay between the novel discoveries in the laboratory and availabitity of

the new product is measured in years. But with active research and development

invalving both hospital sclentists lists representing the comparies, the !
o

delays can be minimized. And as the research program at Children’s Mercy continues

to grow, new patents and new industry collaborations are expected t¢ grow as weil. |



Endowed Chairs

THE Joyce C. HaLL ENDOWED CHAIR IN
PEDIATRICS

Kevin J. Kelly, MD

Est. 1967

THE KATHARINE B. RICHARDSON
CHAIR IN PEDIATRIC SURGERY
G. Whitfield Holcomb 1ll, MD, MBA
Est. 1973

THE JERRY A. SMITH
CHAIR IN PEDIATRICS
Robert T. Hall, MD

Est. 1985

THE DR. REXx AND LiLLIAN DivELY

CHAIR IN PeDIATRIC ORTHOPAEDIC SURGERY
Bradley Olney, MD

Est. 1989

THE ERNEST L. GLAsscock, MD
CHAIR IN PeDIATRIC EDUCATION AND
RESEARCH

Stanley Hellerstein, MD

Est. 1990

THE MARION MERRELL Dow/MISSOURI
CHAIR IN PepiATRIC MEDICAL RESEARCH
Ralph E. Kauffrman, MD

Est. 1995

THE MARION MERRELL Dow /MisSouRI
CHAIR IN PeDIATRIC CLINICAL
PHARMACOLOGY

Gregory L. Kearns, PharmD, PhD

Est. 1995

THE JosePH BooN GReEGG/Missouri CHAIR
IN PEDIATRIC CARDIAC SURGERY

Gary Lofland, MD

Est, 19497

THE WiLLiam R. BRowN/Missouri CHAIR IN
MebicaL GENETICS AND IVIOLECULAR MEDICINE
Merlin G. Butler, MD, PkD

Est. 1997

THE DEee Lyons/Missouri CHAIR IN PEDIATRIC
IMMUNOLOGY RESEARCH

Lanny J. Rosenwasser, MD

Est. 1998

THE THomAS HOLDER-KEITH ASHCRAFT CHAIR IN
PEDIATRIC SURGICAL RESEARCH

Vacant

Est. 2000

THE SosLAND CHAIR IN NEONATAL RESEARCH
William E. Truog, MD
Est. 2001

THE MaARriON MEeRReLL Dow

CHAIR IN PEDIATRIC PHARMACOGENOMICS
1. Steven Leeder, PharmD, PhD

Est. 2002
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Children’s Mercy Hospitals and Clinics Overview
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