














Elaine Perez, transplant coordinator, lefi, and Dr. Marlyn Woo, right, with
patient Natalie Jatib, 19, who is awaiting a living donor lobar transplant.

Breathing Easier:
LIVING LOBAR TRANSPLANT PROGRAM

Research shows that
recipients of living
lobar transplants have
afarlowerincidence of

organ rejection.
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or over a decade,

children and teens with

critical pulmonary
conditions, such as cystic
fibrosis (CF) and primary
pulmonary hypertension, have
been able to turn to a pioneering
program of living donor lobar
transplants at Childrens
Hospital Los Angeles.

The pediatric lung
transplant program has earned
a reputation as one of the top
programs in the world for its
excellent patient survival and
low complication rates.

Now, clinical research
being done by its physician-

scientists is demonstrating
that pediatric recipients of
such transplants show better
pulmonary function and
lower incidence of chronic
rejection compared to
recipients of cadaveric organs.

In 1993, the parents of
acritically ill CF patient
approached cardiothoracic
surgeon Vaughn Starnes,
MD, who had recently
arrived at Childrens
Hospital Los Angeles
from Stanford University,
where he pioneered a single
lobe transplant. Would he
consider doing a double lobe
transplant with parts of each
of their lungs — something no
one had ever done?

The first-ever operation of
its kind was a success. Since
then, Dr. Starnes, director
of the Heart Institute at
Childrens Hospital Los
Angeles, Hastings Professor
and chair of the Department
of Cardiothoracic Surgery at
the Keck School of Medicine
of the University of Southern
California, has completed
138 living lobar operations
— out of approximately 200
worldwide.

Given its unique
perspective, the program has
undertaken a multifaceted,
clinical research initiative.
“We've started looking at
some basic questions to
determine just how well
the living lobar recipients
fare,” says Marlyn S. Woo,
MD, medical director,
Cardiothoracic Transplant
Program, Childrens Hospital
Los Angeles, and assistant
professor of pediatrics,
Division of Pediatric
Pulmonology, Keck School of
Medicine.

So far, that research has

found:

* The recipients’ post-
transplant lungs have
an exceptional ability to
remodel their vessels to
accept pulmonary pressure.

* Lung volume adapts with
the recipient’s growth, not
by developing new tissue
but by expanding old
tissue. As a result, the new
lungs don’t restrict activity.

* Living donor patients
have a significantly lower
incidence of acute and
chronic rejection after
transplant compared to
cadaveric lung recipients.

Most patients who receive
cadaveric lungs develop acute
rejection of a donated organ
within six months to a year
after transplant. The living
lobar patients studied had a
much longer period before
their first acute episode
— sometimes two to four
years after transplant —and
some have never had an acute
episode at all. Research also
revealed that the earlier and
more frequent the episodes of
acute rejection, the higher the
risk of chronic rejection.
Why the differences?
“Interestingly, there is no
significant difference in tissue
typing mismatch of the new
lungs in living lobar patients
and cadaveric recipients,”
says Dr. Woo. However, the
ischemic time — how long an
organ is out of the body before
being transplanted — is much
less, which may reduce the
damage caused by cell death.
This type of lung
transplant, in which a
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lower lobe is donated by a family member or friend, is an Most are in excellent health and participate in a variety of

important option for patients with cystic fibrosis, pulmonary sports, including marathon races, cross-country biking and
hypertension or other rapidly progressive lung diseases. Many swimming.
of these patients will not survive long enough to get a cadaveric Despite undergoing this major surgical procedure, there have
transplan, for which a candidate may have been no deaths among the living lobar donors.
to wait as long as two to five years. Lobar donors are parents, The overwhelming majority had no long-lasting
The situation is made more dire by the limitations to their activities and said that they
fact that only 13% of cadaveric donors are friends, marathon runners and  would still be willing to donate a lobe again.
able to donate even one lung, mostly because Despite their importance, living donor lobar
of pre-existing lung damage. Patients who cross-country bikers. Most transplants are performed at only a few centers
need lungs have a higher chance of dying , . around the world. “You need an extremely
while on the waiting list than those awaiting say they'd donate again. skilled surgeon and not just one surgeon, but
kidney, liver and heart transplants. three,” explains Dr. Woo. “It takes a tremendous
Who are the donors for live donor lobar amount of resources and teamwork.”
transplantation? About halfare parents or relatives, while Childrens Hospital’s clinical research into donor recipients
the rest are close family friends who volunteer to undergo the is continuing. In addition, USC University Hospital has been
procedure to help save the patient. These donors are at least 18 studying the donors of living lobar transplants, to find out more
years old and are usually under the age of 55 when evaluated. about how well they do after donating part of their lung.

PRIVATE & PUBLIC
FUNDING CRITICAL

For the sixth consecutive year, funding from the NATIONAL INSTITUTES OF HEALTH (NIH) FUNDING 1985-2003
National Institutes of Health (NIH) to support 25,000

research at Childrens Hospital Los Angeles has
increased. In 2004, the hospital received $20.4
million in research funding from the NIH, which
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institutions in the nation and the leading pediatric

research institution in the west. 5,000
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Private philanthropy has a powerful effect on such

funding sources. With its ability to fuel research Funding from the NIH for biomedical research at The Saban Research Institute of
. . Childrens Hospital Los Angeles has been on a steady rise for several years.

in the early stages, private support enables

investigators to develop the evidence needed to

You're Invited to Make a Difference
attract federal dollars.

The faculty and staff of The Saban Research Institute are grateful to the many individuals,
Every philanthropic dollar Childrens Hospital invests foundations and corporations who have supported research over the years. We extend a warm
inresearch leverages $8to $10n federal, corporate invitation to all who wish to join our fight. For more information, please contact Bethany Taylor,
and foundation support —a powerful return on director of major and planned gifts, 323-671-1708 or btaylor@chla.usc.edu.
investment in finding better treatments and cures

for children and adults.
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Behind-the-Scenes Services

Support the Making of Science

e Saban Research
Institute of
Childrens Hospital

Los Angeles is among the
largest, most productive
pediatric research facilities in
the United States, with more
than 90 investigators engaged
in over 234 laboratory studies,
clinical trials and community-
based research.

Keeping an organization
of this size and complexity
running requires a host of
support staff and services
that largely remain behind
the scenes — except to the
scientists and agencies who
rely on them.

These centralized
administrative services, along
with other support services
for research activities, are
located in The Saban Research
Institute Building on Sunset
Boulevard, across the street
from the original H. Russell
and Jean R. Smith Research
Tower.

“By consolidating this
support in one location, we've
made communications more
efficient. We're just down the

hall from each other,” notes
Ken Mitsuhata, administrator,
The Saban Research Institute.

One of the services down
the hall is Research &
Education Administration
and Accounting, which
oversees a multitude of
reporting and budgeting
requirements for grants and
training.

“Atany given time, our
staff is monitoring hundreds
of grants and aspects of
grants,” says Chester Chu,
manager of Research &
Education Administration
and Accounting. Among the
funding agencies requiring
updates at regular intervals
is the National Institutes of
Health (NTH).

The Saban Research
Institute Building provides
a home base for other key
services for researchers,
including:

e The General Clinical
Research Center (GCRC)
at Childrens Hospital Los
Angeles, which sponsors
multidisciplinary studies

of new technologies

for the diagnosis and
treatment of pediatric
patients. As the largest
single NIH grant at
Childrens Hospital, the
collaborative program
generates frequent
reporting requirements,
along with a need for
other administrative
support.

The Office of Corporate
Relations and Technology
Transfer, which seeks
corporate partners to
further commercial
development of new
compounds, treatments,
medical devices and

other health-related
products conceived by
physician-scientists at
The Saban Research
Institute. The office also
manages the hospital’s
considerable patent and
copyright portfolio, which
encompasses a range of
discoveries and products.

The Committee on
Clinical Investigations
(CCI) or Institutional
Review Board of

Childrens Hospital

Los Angeles. Its charge:
protecting the rights

and welfare of human
research subjects in studies
conducted at Childrens
Hospital and elsewhere by
its research faculty.

CCI members, who meet
twice monthly, encompass
the major medical disciplines
within the hospital, nursing
research and a hospital
chaplain, along with
community representatives.
The CCI reviews all research
projects that involve human
subjects, in accordance

with federal and state
regulations and hospital
policy. That includes the use
of any databases involving
patient names and medical
histories. “We're focused on
safeguarding our patients’
safety and confidentiality,”
explains Carrie Fisher, PhD,
director, Human Subjects
Protection Programs.

“Our goal throughout The
Saban Research Institute is to
support our researchers in every
way we can,” says Mitsuhata,
“and, in doing so, facilitate the
making of new science.”

Nonprofit Organization
U.S. POSTAGE PAID
Los Angeles, CA
Permit No. 22460

Bench to

Bedside

The Saban Research Institute
of Childrens Hospital Los Angeles
P.O. Box 54700
Los Angeles, CA 90054-0700

Return Service Requested
The Saban Research Institute
ChildrensHospitalLosAngeles

International Leader in Pediatrics

www.ChildrensHospitalLA.org

B2BMay2004_pgi 8 4/17/08 7:29:42 AM



