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Clinical Trial Examines Gene Therapy for
Dialysis Patients

May 19 2010

Timmy Lee, MD

(PhysOrg.com) -- A new gene therapy may help sustain dialysis access in
patients, eliminating the need for multiple interventions and surgeries
and improving their quality of life.

Timmy Lee, MD, UC Health nephrologist, and Rino Munda, MD, UC
Health transplant surgeon, are leading a local branch of a national
clinical trial looking at the gene therapy product Trinam to see if it
prevents stenosis, or narrowing of the veins at the connection of the vein
and dialysis graft, in hemodialysis patients.

"Trinam is a combination of a vascular endothelial growth factor
gene—a protein produced by cells that stimulates blood vessels to dilate
and prevents formation of blockages—packaged in an adenoviral
vector—or virus—which delivers genetic material into cells,” says Lee,
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the lead investigator on the study. "We hope that this treatment will lead
to more successful outcomes for dialysis patients.”

Hemodialysis is a technique in which a machine filters wastes out of a
patient’s blood once the kidney fails but requires access to the patient’s
blood stream.

There are over 450,000 people undergoing hemodialysis in the United
States, a process that costs taxpayers a minimum of $60,000 per patient
annually.

Lee says there are two main types of permanent dialysis access: an
arteriovenous fistula, which connects the artery and the vein directly, and
an arteriovenous graft, which connects the artery and the vein using a
plastic tube.

Unfortunately, grafts may only last between six and 12 months due to
stenosis before requiring an intervention.

As a result, hemodialysis patients often have repeated hospital
admissions and surgeries in order to keep their dialysis access open.

"Using this treatment, Trinam will be delivered locally to the dialysis
access areas of approximately 250 subjects using a biodegradable device
made from collagen,” Lee says. "At the end of access graft surgery, the
delivery device is fitted around the outside of the patient's vein where it
has been joined to the access graft and the adenovirus carrying the gene
product is injected between the device and the blood vessel.

"We believe that the genetic material in Trinam will stimulate the

relaxation of the muscle and disburse the medications that will help keep
the vein open and functioning.”
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He adds that local delivery may be more effective than other medicines
because it is applied directly to the site where the stenosis most
commonly occurs.

"It immediately stimulates the appropriate regulators right at the site of
the problem, avoiding side effects that may accompany the metabolism
of other medicines in body,” he says. "We hope that this therapy will
improve the quality of care for patients undergoing dialysis and will
prevent the need for surgeries and invasive procedures to keep dialysis
access open.”

The local study is being conducted as a research initiative of the
Cincinnati Dialysis Access Program (CAP) and UC’s division of
nephrology and hypertension. The CAP is a multi-disciplinary
translational research program focused on both the basic science and
clinical research aspects of dialysis access dysfunction. Ark Therapeutics
1s sponsoring the trial.
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