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Twin Receives the Ultimate Gift

//

N

H. Albin Gritsch, MD, transplanted the healthy kidney of 18-year-old Liliana Quintanar
(center) into identical twin Analia (right).

or Liliana Quintanar, turning 18 brought an opportunity few other teens
could fathom: the chance to donate a life-saving kidney to her identical
twin sister, Analia.

In January, Liliana followed through on a vow she had made when
Analia had been forced to go back on her daily 10-hour dialysis regimen at
age 15, after her immune system rejected the kidney donated by the girls’
mother. Through UCLA Medical Center’s Pediatric Kidney Transplant pro-
gram, Liliana gave her identical twin “the gift of life.”

Because of the unusual situation involving identical twins, the
transplant—performed by H. Albin Gritsch, MD, associate professor in the
Department of Urology, after the kidney was removed from Liliana laparo-
scopically by Dr Peter Schulam, head of the Division of Endourology and
Minimally Invasive Surgery—Ieaves Analia with a healthy kidney that is al-
most certain to last her the rest of her life, with no need to endure the side
effects of daily immunosuppressant drugs, as is required of recipients from

non-identical twins. continued on page 4
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Patients Gain
from
Prostate Cancer

Treatment Choices

atients with early-
stage, localized pros-
tate cancer are now
able to choose from a multitude of
treatment options, each with its
own pros and cons on issues of efficacy
and in quality of life impact. Given the
individual nature of the treatment deci-

sion — research has not established that
one therapy is best for everyone — a com-
prehensive program such as the UCLA
Department of Urology’s
has many advantages.
“Our belief is that it is
very important to tailor
treatment to the patients
tumor, age, expectations,
personality and lifestyle,”
says Robert Reiter, MD,
associate professor of urol-
ogy and co-director of the
Prostate Cancer Program.
Besides being
the only program in the
region to offer all existing
treatments, the depart-
ment monitors the results

Bundle

of each in an effort to

provide better clarity for future decisions,
conducts research leading to new thera-
pies, and makes experimental treatments
available to high-risk patients through
clinical trials.

UCLA’s Prostate Cancer Pro-
gram offers:

Nerve-Sparing Radical Pros-
tatectomy. In the hands of experienced
surgeons, the nerve-sparing radical pros-

tatectomy —also called “open

surgery” by comparison to the
laparoscopic procedure—re-
moves the cancer and preserves

“Open surgery” allows an experienced
surgeon to spare the nerves preserving
potency in most men.

potency in the majority of men, with 80-90
percent of patients under the age of 60 re-
gaining their sexual function. UCLA urolo-
gists have performed thousands of nerve-
sparing radical prostatectomies over more
than 15 years, with success rates that are
among the nation’s highest. “The advantag-
es of choosing this approach include a long
track record with extremely good success
rates,” says Dr Reiter, who does both radical
and laparoscopic prostatectomies, as well as
brachythera-
py. Recovery
time for the
procedure is
more rapid
than in the
past—hospi-
talization has
been reduced
to two days,
with cath-

h\ N\ eterization

averaging

seven days

and patients

returning to
regular activities
in as little as 2-4 weeks. The risk of urinary
stress incontinence after one year is 5-10
percent.

Nerve-Sparing Laparoscopic

and Robotic Prostatectomy. The laparo-
scopic approach to removal of the prostate
is attractive to many patients because it is
minimally invasive — involving five separate,
small incisions with miniature instruments
and magnification that affords the surgeons
better visibility of some structures. There
is less blood loss, which might result in less
pain and shorter recovery times, particularly
for older men, though that has yet to be
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Nerve-sparing laparoscopic and robotic
prostatectomy is minimally invasive.

proven. Indeed, as a newer approach—done
at UCLA by Dr Peter Schulam together
with Dr Reiter for more than three years,
the longest record in Southern California—
it is too early to gauge the laparoscopic
surgery’s long-term effects, though so far
the results are encouraging. “We're find-
ing with increased experience that it seems
to be a good cancer operation, continence
appears to be equivalent to the open opera-
tion, and as our knowledge of the technique
has improved we are able spare the nerves,
although it’s too soon to say that potency
is equivalent to the open procedure, and
much depends on the surgeon’s skill,” says
Dr Schulam, noting that one procedure
might be best for a given individual.
Brachytherapy. For more than a
decade, UCLA has offered a prostate cancer
treatment known as brachytherapy, in
which a urologist, working in collaboration
with a radiation oncologist and physi-
cist, implants small radioactive pellets, or
seeds, into the prostate under ultrasound
guidance.
The pellets
then emit
high doses
of radia-
Plain film
x-ray after
radioactive
seed place-

ment into the
prostate

Brachytherapy places radioactive “seeds”
(arrows) into the prostate under ultrasound
guidance.
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tion exclusively to the prostate over the
course of several months, minimizing radia-
tion exposure to the surrounding healthy
tissues. At UCLA, which has an extensive
database of more than 350 brachytherapy
cases, patients return for follow-up visits

a month after the procedure so that their
doctors can ensure through a CT scan that
the radiation is being appropriately distrib-
uted. “This is a very good treatment for pa-
tients with low-risk tumors,” says Dr Reiter.
“It’s a one-hour outpatient procedure with
minimal pain and no prolonged catheter-
ization. The side effects are extremely low
— some urinary frequency or slow urination
issues that can be treated medically, and a
risk of impotence in older men that appears
to be lower than surgery. Most patients can
return to their regular activities within a
few days.”

Intensity-Modulated Radiation
Therapy (IMRT). The new state of the art
in external-beam radiation therapy, IMRT
is an ultra-precision oriented treat-
ment in which the radiation beam
can be configured to conform to the
shape of the prostate, enabling high
doses to be delivered while reducing
damage to the surrounding normal
tissues. “By doing precision-oriented
radiotherapy like IMRT, we believe
we will be able to drive PSA down
lower than in the past, which we

hope will translate into a sur-

vival advantage,” says Dr Steve Lee,
UCLA radiation oncologist, though
he points out that
the technology is
too new for there
to be long-term
results. IMRT

is a complicated
procedure requir-

ing expertise from
not only radiation | ¢y A was the first institu-
oncologists but also
qualified physicists
and technologists.
Depending on the
patient’s initial dis-
ease presentation,

at UCLA the high-precision technology is
generally offered as a “boost” to traditional

delivery.

external-beam radiation therapy, to ensure
that the treatment field still covers possible
tumor extension adequately. The entire
course involves about eight weeks of time,
every weekday, about 10 minutes per day.
“Surgery is very useful when we know for

With IMRT, the radiation dose,
represented here in varying intensi-
ties according to each color, can be
“bent” to avoid critical dose limiting
structures such as the rectum.

tion in the world to install the
BrainLAB Novalis (left) and
the Siemens ONCOR (right),
the most sophisticated devices
presently available for IMRT

sure that the tumor is within the prostate
gland, but when there is significant doubt
about whether it has escaped the prostate,
radiation can cover the peri-prostatic tis-
sue,” notes Dr Lee.

Cryotherapy. Freezing the pros-
tate cells as a strategy for killing the tumor
was first used in the 1960s, but abandoned
due to unacceptable complications. It was
revived more than a decade ago with the
advent of transrectal ultrasound, allow-
ing the urologist to see the prostate while
inserting needles containing liquid nitrogen
into the prostate gland to create ice balls.
Within the last several years, a third-genera-
tion cryotherapy technique has reduced the
complications by using argon gas delivered
through very small nee-
dles. Once the argon
freezes the prostate,
helium gas can be in-
serted to make it thaw.
“It’s a much quicker

process than

when we
used nitro-
gen,” says Dr Ken-ryu Han, a urologic
oncology fellow working with Dr Arie
Belldegrun, who leads UCLA’s cryother-
apy program, “and because the needles
through which the argon and helium are
delivered are so much smaller, the risk
of complications appears to be lower.

I’s too soon to be able to say whether
or not this type of cryotherapy is here to
stay, but it is a good option for certain
patients.” Candidates include patients
70 years and older or men who are
otherwise poor candidates for radical
prostatectomy, and those who have a
recurrence after initially being treated with
radiation—after which radical prostatec-
tomy is rarely an option. Though it appears
to have the advantages of less blood loss and
quicker recovery than radical prostatectomy,
cryosurgery results in impotence for nearly
every patient, since the nerves vital to erec-
tion are frozen.

Experimental Therapies.
Although improvements in treatment for
localized prostate cancer have resulted in ex-
cellent survival rates overall, men with cer-
tain types of prostate tumors are considered
to be at particularly high risk for experienc-
ing recurrence. “Radiation or surgery alone
might cure only 30-40 percent of these
men, so we know that better treatments are

Results of a dosim- e s o
etry measurement
(colorwash) superim-
posed over calcula-
tions from a treatment
planning system (solid
lines) for three differ-
ent dose levels. The
agreement is quite
remarkable. Proce-
dures such as these
are performed by a
board-certified medi-
cal physicist prior to :
treating any patient with IMRT.

needed,” says Dr Reiter. UCLA’s Depart-
ment of Urology is a leader in developing
new therapies through the Prostate Cancer

IMRT delivery is accomplished through
the use of a multileaf collimator (left),
which can not only shape the radiation
beam in two dimensions, but by moving

in a coherent manner while the beam is
on, can modulate the radiation dose in the
third dimension as well.

Research Program—recently designated a
Specialized Program of Research Excellence
by the National Cancer Institute—and in
offering experimental therapies to high-risk
patients through clinical trials. Among the
exciting trials currently under way is one
that tests the efficacy of the immunosup-
pressant drug CCI-779, which was found
in the UCLA laboratory of Dr Charles Saw-
yers to slow the growth of certain tumors.
While clinical trials follow strict
protocols and are closely monitored, two
large databases maintained by the Depart-
ment of Urology are also keeping tabs on
survival and quality of life outcomes for
prostate cancer patients treated non-ex-
perimentally at UCLA. “There is still not
enough evidence for anyone to be able
to claim that one treatment is superior to
another,” says Dr Reiter. “Each treatment
has unique benefits and disadvantages. We
might think certain approaches
are superior for certain patients,
but it’s important to be able to
prove it.”
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continued from page 1

“This was a family effort,”
says Dr Gritsch. “It’s very touching that
Liliana knew for so long that this opera-
tion was coming, and that as soon as she
turned 18 she went forward to help her
sister, who will now be able to lead a
normal life.”

“I’'m so thankful for Liliana,”
says Analia, “because
if it wasn’t for her, I
don’t know what I
would have done.”

Analia was
born with renal dys-
plasia—for unknown
reasons, her kidneys
would not develop.
Her doctors told her
parents that if she
didn’t receive a do-

me and my family really happy.”

Dr Gritsch explains that the
transplant team had required Liliana to
wait until she was an adult for two reasons:
to make sure she was not going to develop
any kidney problems, and because ethi-
cally, it was deemed to be appropriate for
Liliana to make such an important deci-
sion as an adult.
Liliana’s progno-
sis following the
transplant is ex-
cellent. “Donat-
ing a kidney does
not increase one’s
risk of developing
kidney disease,”
Dr Gritsch notes.
Moreover, Dr
Schulam per-

from an unrelated individual. “It’s no longer
a miracle that someone is a match to donate
a kidney,” Dr Gritsch says. For people who
choose to designate that their kidneys be
donated after death, a national system,
administered by the United Network for
Organ Sharing (UNOS), determines the
best match for cadaveric kidneys among
patients on the waiting list.

“Not everyone has an identical
twin, and there are lots of people out there
who would benefit from a kidney,” notes Dr
Gritsch. “This was a rare case. The majority
of people with kidney failure are waiting for
the generosity of families who are willing to
allow organ donation after death.”

For information on organ dona-
tion, call (800) 786-4077.

Clockwise from left: H. Albin Gritsch, MD (sur- formed the pro-

geon); Robert Ettenger, MD (nephrologist); Jen-
nifer Marik, RN (transplant coordinator); Liliana
Quintanar (donor); Analia Quintanar (recipient)

nated kidney within

New Program

two weeks of birth, cedure removing
she would need to

go on dialysis to stay

Liliana’s kidney
laparoscopically

alive. At the same time, there was some
good news—Analia’s identical twin sister,
Liliana, was born perfectly healthy.
Because there was no compatible
donor kidney available for Analia during
her infancy, her parents had to connect
her every night to a dialysis machine,
which exchanged fluids in her abdomi-
nal cavity for 10 hours as she slept. That
lasted until Analia turned 5, by which
time she was big enough to receive her
mother’s kidney. The transplant enabled
Analia to live her life free of dialysis for
10 years. At 15, when that kidney failed,
she returned to the nightly routine.
Beyond the inconvenience and
discomfort, children with kidney failure
experience a number of other adverse
consequences that affect their quality
of life, Dr Gritsch notes. Among other
things, their growth is often stunted,
their bones can be weak and their blood
counts tend to be low, leading them to
feel weak and easily tired. Their diet is
restricted and they are at greater risk
for developing infection from catheters
entering their bodies.

Liliana had watched her sister
suffer. “Analia has been in and out of
hospitals since the day she was born,” she
says. “I decided to donate my kidney to

my sister when I was 16 because
I was so tired of seeing her go
through so much pain. I know it
will give her the opportunity to
live a better life, which will make

—the very small incision resulting in less
scarring and a much more rapid recovery.

As for Analia, the unusual case
of receiving an organ from someone who
shares her genetic makeup leaves her with
a kidney that will not be recognized by her
body as foreign, rendering the immuno-
suppressant drugs she took every day after
receiving her mother’s kidney unnecessary.
Side effects from daily immunosuppressant
medications can include high blood pres-
sure, nausea, a tendency toward infections,
weakened bones that can lead to osteoporo-
sis at a young age, increased risk of cataracts,
and cosmetic effects that can include exces-
sive hair loss or growth and severe acne.

Many young sufferers of kidney
failure are not as fortunate as Analia, Dr
Gritsch notes. More than 200,000 people
in the United States are currently on dialy-
sis, including nearly 10,000 children. More
than 40,000 people are on the waiting list
to receive a donated kidney. Each year,
approximately 300 kidney transplants are
done in both adults and children, one-
third of them from living donors. UCLA’s
Pediatric Kidney Transplant program, one
of the most active and successful programs
of its kind in the United States, has given
transplants to more than 500 children since
it was established in 1980.

While receiving a kidney from an
identical twin represents the ideal situation,
all that is required for a donor match is the
same blood type. Approximately one in five
living-donor kidney transplants at UCLA is

VChief c/inical investigators Allan Pantuck, MD
(left) and Robert Figlin, MD (right) with principal
investigator Arie Belldegrun, MD

ladder cancer is now the fifth
most common cancer in the
United States, with nearly
55,000 new cases diagnosed
each year. As many as half
of all bladder tumors are
believed to be attributable to cigarette
smoking. In the absence of a reliable, non-
invasive way to diagnose the disease, and
given that symptoms, when they do appear,
are similar to those associated with prostate
cancer, bladder cancer can be difficult to
detect in the early, most treatable stages.
When not found early, these tumors are
typically very aggressive, with more than
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half of advanced bladder cancer patients
experiencing recurrences. And at best, ag-
gressive chemotherapy treatment only slows
tumor progression in patients whose cancer
has moved outside the bladder.

But the known risk of smoking,
the long latency period of the disease (close
to 20 years follow-
ing initial exposure),
the development
of intermediate
“biomarkers” that
predict later cancer
and the accessibil-
ity of the bladder
for non-invasive
urine sampling also
make bladder cancer
an ideal target for
studying the disease
and developing
new treatment and
prevention strategies. That’s the main focus
of a five-year, $7 million UCLA bladder
cancer program funded by the National
Cancer Institute (NCI)—a multidisci-
plinary effort based in the Department of
Urology.

As with the department’s success-
ful programs in prostate and kidney cancer,
the bladder cancer program will include
basic research studies and clinical trials,
along with translational efforts to continue
converting knowledge gained in the labora-
tory to advances in early diagnosis and pa-
tient care. “It is very important to have all
three components,” says Arie Belldegrun,
MD, professor of urology, chief of urologic
oncology and principal investigator of the
NCI-funded grant program.

The basic science aspect is built
around work done by Dr Belldegrun and
Dr David Seligson, a pathologist, in estab-
lishing a database for approximately 600
cases of patients treated for bladder cancer
at UCLA. The history of these patients,
beginning from the time of diagnosis, is
correlated with the genetic profile of their
tumors, using tissue microarray technol-
ogy—the high-throughput method of
rapidly screening tissues for particular
genetic characteristics. “This is a very pow-
erful program that enables us to come up
with a signature for every patient’s tumor,”
Dr Belldegrun explains. By doing so, the
researchers can not only improve prognosis
for bladder cancer patients, but can identify
and develop targeted therapies for specific
populations of patients, and help clinicians
choose the best course of treatment.

Members of the bladder cancer chemoprevention
clinical trial team, from left: Elizabeth Tran, Arie Bell-
degrun, MD, Robert Figlin, MD, Allan Pantuck, MD,
Nazy Zomorodian, MSN, Annette Tan

The first major clinical trial
proposed by the program aims to develop
an effective chemoprevention strategy to
reduce the risk of bladder cancer recurrence.
The study calls for more than 300 former
smokers with a history of superficial bladder
cancer to be given daily oral doses of Tarceva

(erlotinib), green
tea extract or a
placebo, in an
effort to assess
the impact of the
agents on the risk
of tumor recur-
rence. Dr Robert
Figlin, professor
of hematology/
oncology and
urology, and Dr
Allan Pantuck,
assistant professor
of urology, lead
the clinical effort.

“There are no oral agents currently
approved to prevent superficial bladder
cancer or its recurrence,” notes Ronald Lie-
berman, MD, program director for NCI’s
Division of Cancer Prevention. “From a
clinical point of view, this is an important
niche that needs to be addressed.”

Standard treatment for patients
with this form of cancer is cystoscopy and
surgery to remove the tumors, along with
intravesical therapy, which consists of drugs
placed into the bladder through a urethral
catheter in an effort to minimize the risk of
tumor recurrence and progression. Besides
being at a high risk for recurrence, Dr
Lieberman notes, these patients must be
followed closely with visits to the urologist
every 3-6 months for maintenance therapy.

Among other things, the clini-
cal trial could provide new insight into the
question of whether smoking cessation af-
fects one’s risk of developing bladder cancer,
says Nazy Zomorodian, RN, MSN, NP,
CCRC, a urology nurse practitioner and
director of the Clark Urological Center’s
Clinical Trials Office. Ms Zomorodian notes
that by following patients over a period of
time for evidence of pre-malignant lesions,
the study could also provide information
about tumor biomarkers, which could lead
to new strategies for early detection, as well
as suggesting other treatment approaches.
Dr Zuo-Feng Zhang, professor of public
health, and Dr Jian Yu Rao, associate profes-
sor of pathology and laboratory medicine,
aim to develop such biomarkers.
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M ark S.
itwin, MD,
MPH

professor of urology
and public health, re-
ceived a $1.6 million,
e -vear grant from the National Institutes
of Health for “Chronic Prostatitis Collab-
orative Clinical Research Network,” for a

clinical trial center at UCLA, Harbor-UCLA
Medical Center, and Martin Luther King-
Drew Medical Center that will participate
in collaborative, multi-site trials sponsored
by the newly established, National
Institute of Diabetes & Digestive & Kidney
Diseases-sponsored Chronic Prostatitis
Collaborative Research Network. The
study will develop a clinically relevant
definition of the urologic chronic pelvic
pain syndromes, based on the clinical
findings from these and other related clini-
cal studies.

Solly
aliski,
PhD, RN

assistant reseorcher,
received a threeyear,

$340,920 New Inves-

tigator Award from the U.S. Department of

Defense for “The Meaning of Incontinence
and Impotence for low Income African
American and Lafino Men with Prostate
Cancer,” focusing on patients being
treated for prostate cancer in a free stafe-
funded program in California.

I arissa
odrlguez

assistant professor of
urology, received a
five-year, $1.9 mil-
lion grant from the Center for Scientific
Review for “Autologous Adipose Derived
Stem Cells for Treatment of Incontinence.”
The grant supports Dr Rodriguez's effort
to develop an injectable combi-

nation of cells, factors, and ma-

trix to promote the development

of vascularized, long-lasting

functional urethral musculature.



Promising Developments
in Bladder Cancer Studies

Robert Reiter, MD and Isla Garraway, MD

dies in the laboratory of Robert Reiter, MD, associate professor of
ology at UCLA, show potential for improving bladder cancer diagno-
nd treatment as well as for providing a better understanding of the
lecular basis for the disease.

Dr Reiter and his colleagues have made several key discoveries
related to the prostate stem cell antigen (PSCA) gene, which they identi-
fied in 1997. Among other things, they found that the gene is expressed at
abnormally high levels in 80 percent of human prostate cancers, suggesting
that it could be a useful tool for prostate cancer detection. The specificity
of the PSCA protein also provides a target for antibodies to attack. With
a biotechnology company, Dr Reiter’s group developed antibodies and
demonstrated in a laboratory setting that they were effective in slowing the
growth of prostate tumors. But in their studies of PSCA, Dr Reiter and
colleagues have found something else: It is also expressed highly in many
bladder cancers. As with prostate cancer, this suggests that PSCA could be
a useful diagnostic marker, and it raises the possibility of antibody therapy.

The emergence of a new diagnostic test for bladder cancer in
men would be particularly welcome given that the results of standard urine
cytology tests can miss many low-grade or slow-growing cancers, and cys-
toscopy; while more accurate, is both expensive and invasive. But Dr Reiter,
in collaboration with Dr Jian Yu Rao in UCLA’s Department of Pathol-
ogy, recently completed a study in which they found that the presence of
a PSCA-positive cell in urine samples can identify 80 percent of men with
bladder cancer.

“Obur initial research suggests that this is clearly superior to con-
ventional cytology as a diagnostic tool, and there are very few false posi-
tives,” says Dr Reiter. His group now wants to pursue a larger, prospective
study to determine whether PSCA could be a useful screening test for men
with bladder cancer symptoms.

On the therapeutic side, Dr Reiter and colleagues have tested the
same antibody used against PSCA in prostate cancer and have found that,
in the laboratory setting, it is effective in slowing the growth of bladder
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cancer tumors. “In the long term, our
goal is to develop this as a therapy for
bladder cancer as well,” Dr Reiter says.

Elsewhere in Dr Reiter’s lab, a
team that includes Dr Isla Garraway, a
fifch-year resident, and Dr Chau Tran,
a postdoctoral fellow, is developing a
mouse model for human bladder cancer.
Unlike prostate, breast and other cancers
that have multiple models for study-
ing the disease in the laboratory, there
is a scarcity of such tools for bladder
cancer. “One of the reasons this cancer is
understudied is that we have lacked good
mouse models that mimic the disease in
humans, giving us a platform for look-
ing at the genetics of cancer formation
and progression, determining targets for
treatment, and testing new therapies,” Dr
Garraway explains.

The most commonly used cur-
rent model involves a transgenic mouse
—an animal whose genetic makeup can

Eric Jones, MD,

be changed so that it overexpresses a - ologic
single cancer-causing gene. The drawback dir ecto'r
is that only one gene can be studied at a of .tht'a 'T’U/t"
time. In addition, because of technical d".SC’P/”j'?"y
issues, current transgenic models study Spina Bifida
the effects of cancer genes turned on im- Clinic at Texas
mediately at birth or before—but most Children’s
cancers of the bladder and other organs Hospital

are the result of mutations in adult cells.
Drs Garraway and Tran have worked
with Dr Reiter to develop a different type
of model, in which the mouse expresses
a receptor for a virus in its bladder, then
the virus carrying cancer-causing genes
is injected, potentially enabling the
researchers to study bladder cancer as it
forms in already developed mice. “In-
stead of having a transgenic mouse model
to study one gene, then making another
to study another gene—a very expensive
process—we hope to use one model to
study multiple cancer-causing genes
simultaneously,” Dr Garraway explains.
Moreover, the researchers have
attached to the virus the gene responsible
for luminescence in the firefly, which has
allowed them to image the infected mice
to determine non-invasively whether
the genes are transferred effectively and,
potentially, to watch the tumor develop-
ment and progress in the bladder. The
group intends to continue exploring
different combinations of genes to learn
more about how bladder tumor forma-
tion is caused.
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Human Genetics and Pediatrics,

Director, Laboratory of Female Urology

and Sexual Medicine

Specialty: Sexual and Gender-based Medicine Research

Liry Wu, MD, PaD
Assistant Professor of Urology
Specialty: Molecular Biology, Gene Research

GANG ZENG, PHD
Assistant Professor of Uro[o[gy

Specialty: Tumor Immunology, Cancer Vaccine
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