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UF cardiologists, surgeons
team up to offer

For patients who have severe nar-
rowing of theaortic valve, acondition
known as aortic stenosis, standard
treatment is surgical replacement of
the damaged valve.

But advanced age or medical prob-
lemssuch aslung disease prevent many
of those patients from having open
chest surgery.

In the past, the best such patients
could hope for was to control their
symptoms with medications.

Now they can live longer thanksto
a new minimally invasive treatment
that involves inserting an artificial

life-extending proce

dure

Pt

valve that takes over the work of the
diseased valve.

The University of Floridaisamong
a limited number of facilities around
the country initially approved to offer
the procedure.

“It's exciting — this technology
opens an option for patients who oth-
erwise do not have a repair option,”
said cardiologist Dr.Anthony A. Bavry,
an assistant professor in the UF Col-
legeof Medicine' sdepartment of medi-
cine.

“Previously we had to treat these
patients with medications, and unfor-

tunately many did not dowell. Thisis
abig change.”

The new valve replacement tech-
nique, calledtranscatheter aorticvalve
replacement, or TAVR, was approved
by the U.S. Food and Drug Adminis-
tration in November 2011.

Bavry and Dr. R. David Anderson,
director of interventional cardiology
at UF, will team with thoracic and
cardiovascular surgeons Dr. Thomas
M. Beaver, and Dr. CharlesT. Klodell,
to do the procedure at UF& Shands,
the University of Florida Academic
Health Center. Working in such
multidisciplinary teams streamlines
and speeds patient evaluation and de-
cisions about the best course of ac-
tion.

“You have both a surgeon and a
cardiologist seeing a patient, review-
ing the data and making the best deci-
sion about how to treat,” Bavry said.

Among the elderly, severe aortic
stenosis is the most common abnor-
mality of the heart valves. But up to
one-third of such patients are consid-
ered ineligible for surgery.

They are instead given medicines
to control heart rate and blood pres-
sure, and their heart volume is moni-
tored in order to head off congestive
heart failure. Medical treatments ease
symptoms but do not prolong life.

In the new TAVR procedure, the
artificial valve — framed by a stent
and wrapped around a balloon — is
transported up tothe aorticvalveviaa
large catheter in the leg.

The new valve is then anchored
into positioninside the diseased valve
by inflation of the balloon. Placement
of the stent is monitored with X-ray
and ultrasound imaging.

Patients’ survival chancesimprove
with the new technique. In clinical
trials involving 700 patients, treat-
ment with the new procedure cut the
death rate nearly in half after oneyear
of having the implanted device, com-
pared with medical therapy alone.

Amylin's long-delayed

diabetes drug

Amylin Pharma-
ceuticals won ap-
proval Friday for its
long-delayed diabe-
tes drug Bydureon, a
next-generationtreat-
ment that requires
fewer injections than
the company's 7-year
old diabetes medi-
cine, Byetta.

Bydureon is a
once-a-week version
of Byetta, which is
taken twice a day to control blood
sugar.

Amylin executives say the new
drug'sconvenient regimenwill giveit
a competitive advantage in the mar-
ketplace.

However, after multiple delays it
enters a crowded market, including
one diabetes treatement in the same
class that has shown superior results.

The Food and Drug Administration
approval comesafter tworejectionsin
2010, when the agency asked Amylin

|

gets FDA nod

to conduct a new
study of thedrug's
effects on the
heart's rhythm.
Newsof thecostly
delay sent com-
pany shares tum-
blingmorethan 50
percent and con-
3 tributed to the
| eventual breakup

R = of Amylin'slong-
N o standing partner-

L Wit Lilly,

Thecompaniesended their collabo-
rationin November, with Amylin pay-
ing $250 million and agreeing to take
over full responsibility for both Byetta
and Bydureon.

Analysts generally expect
Bydureon to generate $940 million in
sales annually by 2016, though
Deutsche Bank analyst Robyn
Karnauskas says the drug must post
$1.2 billion annually to turn a profit.

Bydureon is part of the broader
GLP-1 class of drugs, which work by

increasing the body's insulin produc-
tion.

People with type 2 diabetes are
unable to properly break down carbo-
hydrates, either because their bodies
do not produce enough insulin or be-
cause they've become resistant to the
hormone, which controls blood sugar
levels.

These patientsare at higher risk for
heart attacks, kidney problems, blind-
ness and other serious complications.
Diabeticsoftenrequiremultipledrugs
with different mechanisms of action
to control their blood sugar levels.

Diabetes affects more than 25 mil-
lion people in the U.S., or roughly 8
percent of the population.

Amylin executives say the conve-
nience of the Bydureon'sweekly regi-
men should give it a competitive ad-
vantage, but Amylin reported disap-
pointing results last year for it agai nst
Novo Nordisk'sVictoza, adaily injec-
tion approved in January 2010.

On average, Bydureon reduced
blood sugar levels in diabetics less
than Victoza, which uses a different
mechanism of action.

A monthly series of Bydureon in-
jectionsisexpected to cost $323, com-
pared with $291 for the older Byetta.

Vision improves modestly in patients after
human embryonic stem cell transplants

Researchersat UCLA's Jules Stein
Eye Institute and colleagues who suc-
cessfully transplanted specialized reti-
nal cells derived from human embry-
onic stem cells into the eyes of two
legally blind patients report that the
transplants appear safe and that both
patients have experienced modest im-
provement in their vision.

Thepreliminary findings, published
online Jan. 23 in thejournal The Lan-
cet, represent amilestoneinthethera-
peutic use of stem cellsand may pave
the way for anew therapy to treat eye
diseases, theresearcherssaid. Because
this is the first time physicians have
applied the power of regenerative
medicine to eye disease, the clinical
trials are being watched closely by
scientists, stem-cell therapy advocates
and the public.

The patients— awomanin her 50s
with Stargardt'smacul ar dystrophy and
a woman in her 70s with dry age-
related macular degeneration — un-
derwent outpatient transplantation
surgeries last July, said principal in-
vestigator Dr. Steven Schwartz, chief
of the retinal division at the Jules
Stein Institute and the Ahmanson Pro-
fessor of Ophthalmology at the David
Geffen School of Medicineat UCLA.

Both patients received relatively
low doses of stem cell—derived retinal
pigment epithelial (RPE) cells, which
weretransplanted into the space under
the retina.

Thepatientsthenreceivedlow-dose
immunosuppression therapy over a
number of weeks. The researchers
monitored the patients' progress over
four months and found no safety con-
cerns, no signs of rejection and no
abnormal cell growth.

IntheLancet, Schwartz and ateam
of doctors from UCLA and Advanced

Cell Technology Inc., which manu-

factured the stem cells used in the
surgery, report that standard vision
tests suggested some improvement in
the vision of both patients.

The woman with Stargardt's dis-
ease, for example, went from only
being ableto discern hand movements
to seeing a single finger move, ac-
cording to the Lancet article. On a
visual acuity letter-chart, she went
from being unable to read any letters
prior to treatment to reading five let-
ters.

The patient with macular degen-
eration also showed some improve-
ment after the therapy. Where once
she was only able to make out 21

letters on the chart, her reading level
stabilized at 28 letters — after peak-
ing at 33 lettersjust acouple of weeks
after the transplantation.

"The ultimate therapeutic goal will
be to treat patients earlier in the dis-
ease processes, potentially increasing
the likelihood of photoreceptor and
central visual rescue," the authors of
the paper wrote.

The patients are part of two sepa-
rate clinical trials, each of which will
eventually include 12 patients,
Schwartz said. The trials will aim to
determine the safety of this particular
use of stem cell therapy, aswell asthe
patients' ability to tolerate the treat-
ment.

No standard treatments exist for
either of these eye diseases. The dry
form of macular degeneration, themost
common form of the disease and the
leading cause of blindness in the de-
veloped world, affects as many as 30
million people in the United States
and Europe, especially those over age
55; the number of people affected is
expected to double over the next 20
years as the population ages.
Stargardt's disease causes progressive
vision loss, usually starting when pa-
tients are between 10 to 20 years old.
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UF researchers develop gene therapy that
could correct a common form of blindness

A new gene
therapy method de-
veloped by Univer-
sity of Florida re-
searchers has the |
potential to treat a i,
common form of ;
blindnessthat strikes
both youngsters and
adults.

The technique
works by replacing
a malfunctioning
geneinthe eye with
a normal working
copy that supplies a #&&
proteinnecessary for &
light-sensitive cells
in the eye to func-
tion r

Several complex
and costly steps remain before the
genetherapy technique can beusedin
humans, but once at that stage, it has
great potential to change lives.

“Imagine that you can’t see or can
just barely see, and that could be
changed to function at some levels so
that you could read, navigate, maybe
even drive — it would change your
life considerably,” said study co-au-
thor William W. Hauswirth, the
Rybaczki-Bullard professor of oph-
thalmology inthe UF College of Medi-
cine and a professor and eminent
scholar in department of molecular
geneticsand microbiology and the UF
Genetics Institute.

“Providing the gene that’s missing
isone of the ultimate ways of treating
disease and restoring significant vi-
sual function.”

The researchers tackled a condi-
tion called X-linked retinitis
pigmentosa, a genetic defect that is
passed from mothers to sons. Girls
carry thetrait, but do not havethekind
of vision loss seen among boys. About
100,000 people in the U.S. have a
form of retinitis pigmentosa, whichis
characterized by initial loss of periph-
eral vision and night vision, which
eventually progressesto tunnel vision,
then blindness.

In some cases, loss of sight coin-
cides with the appearance of dark-
colored areas on the usually orange-
colored retina.

The UF researchers previously had
success pioneering the use of gene
therapy in clinical trials to reverse a
form of blindness known as Leber’s
congenital amaurosis. About 5 per-
cent of people who have retinitis
pigmentosa have this form, which af-
fects the eye’sinner lining.

“That was a great advance, which
showed that gene therapy is safe and
lastsfor yearsin humans, but this new
study has the potential for a bigger
impact, becauseit istreating aform of
the disease that affects many more
people,” said John G. Flannery, apro-
fessor of neurobiology at the Univer-
sity of California, Berkeley whoisan
expert in the design of viruses for
delivering replacement genes.
Flannery was not involved in the cur-
rent study.

The X-linked form of retinitis
pigmentosaaddressedinthe new study
isthe most common, and is caused by
degeneration of light-sensitive cells
in the eyes known as photoreceptor
cells. It starts early in life, so though
affected children are often born see-
ing, they gradually lose their vision.
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“These children
often go blind in the
second decade of
life, which is a very
- | crucial period,” said

- % co-author Alfred S.
- | Lewin,aprofessorin

?&nﬁ {. the UF College of
Medicine depart-

¥ ment of molecular

- genetics and micro-

biology and a mem-
ber of the UF Genet-
icsInstitute. “Thisis
a compelling reason
to try to develop a
therapy, becausethis
- disease  hinders
people’s ability to
fully experiencetheir
" world.”

The UF researchers and colleagues
at the University of Pennsylvaniaper-
formed the technically challenging
task of cloning aworking copy of the
affected gene into a virus that served
asadelivery vehicle to transport it to
the appropriate part of the eye. They
also cloned a genetic “switch” that
would turn on the gene onceit wasin
place, so it could start producing a
protein needed for the damaged eye
cells to function.

After laboratory tests proved suc-
cessful, theresearchersexpanded their
NIH-funded studies and were able to
cureanimalsinwhich X-linked retini-
tis pigmentosa occurs naturally.

Theinjected genes made their way
only to the spot where they were
needed, and not to any other placesin
the body. The study gave a good ap-
proximation of how the gene therapy
might work in humans.

“The results are encouraging and
the rescue of the damaged photore-
ceptor cellsis quite convincing,” said
Flannery, who is on the scientific ad-
visory board of the Foundation Fight-
ing Blindness, which provided some
funding for the study. “ Since thistype
of study isoften the step before apply-
ing a treatment to human patients,
showing that it works is critical.”
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FDA clears Pfizer drug for
advanced kidnev cancer
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Patients with hard-to-treat kidney
cancer that has spread to other parts of
the body gained a new drug option
Friday, after federal regulators ap-
proved atwice-a-day pill from Pfizer
for the disease.

The Food and Drug Administration
approved thecompany'sdrug Inlytaas
a secondary option for patients with
renal cell carcinoma that hasn't re-
sponded to previous drug treatments.

Renal cell carcinomaisthe most com-
mon form of kidney cancer, with an
estimated 61,000 people in the U.S.
newly diagnosed last year, according
to the National Cancer Institute.

Only about 11 percent of patients
with advanced kidney cancer survive
five years or more after diagnosis.

Like other recent cancer drugs,
Inlytaworks by blocking proteinsthat
promotetumor growth and cancer pro-
gression.

Themarket for kidney cancer drugs
has grown increasingly crowded in
recent years, with six other new drugs
approved inthelast six years, includ-
ing Roche's Avastin and
GlaxoSmithKline's Votrient. Pfizer's
drug is only the second to be desig-
nated asabackup, or second-line, treat-
ment after other kidney cancer drugs
have been prescribed.

Pfizer isalso conducting studies of
the drug as a first-line option against
kidney cancer.

"This is the seventh drug that has
been approved for the treatment of
metastatic or advanced kidney cell
cancer since 2005," said Dr. Richard
Pazdur, FDA'scancer drug director, in
a statement.

"Collectively, this unprecedented
level of drug development within this
time period has significantly altered
the treatment paradigm.”

The FDA approved the drug based
on asingle study in which patients on
Inlyta, known chemically as axitinib,
experienced two more months with-
out their cancer worsening than pa-
tients taking Nexavar, a drug from
Bayer and Onyx Pharmaceuticals.

Themost common side effectswith
Inlyta included diarrhea, high blood
pressure, fatigue, nausea, weight loss
and decreased appetite, anong others.

About 13,000 people in the U.S.
die of advanced kidney cancer each
year, according to the American Can-
cer Society.

Ringing in
your ears?

Didyou ever suffer from an annoy-
ing ringing in your ears?

For some it's a temporary annoy-
ance, but for up to 50 million people,
that ringing noise doesn’t always go
away.

The people who hear thisincessant
ringing suffer from tinnitus, which
can also cause patientsto hear hissing,
chirping or whistling.

Tinnitus is caused by:

- Exposure to loud noises

- Certain disorders like hypo- or
hyperthyroidism and fibromyalgia

- Wax build up

- Jaw problems

- Cardiovascular disease

There is no cure for tinnitus but
there are treatment options available
such as hearing aides, cochlear im-
plants, and certain medications.

Do you
have the need
for?
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Management
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Researchers find cancer In
ancient Egyptian mummy

A professor from American Uni-
versity in Cairo saysdiscovery of pros-
tate cancer ina2,200-year-old mummy
indicates the disease was caused by
genetics, not environment.The genet-
ics-environment question is key to
understanding cancer. AUC professor
Salima lkram, a member of the team
that studied the mummy in Portugal

for twoyears, said Sunday themummy
was of aman who died in hisforties.
She said thiswas the second ol dest
known case of prostate cancer.
Living conditionsin ancient times
were very different; there were no
pollutantsor modified foods. Theold-
est known case came from a 2,700
year-old skeleton of aking in Russia.
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