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LVAS Provides Bridge to Eligibility for Transplant

BY MITCHEL L. ZOLER
Philadelphia Bureau

PHILADELPHIA — Implantation of a
left ventricular assist device in patients
with a relative contraindication for heart
transplantation can buy patients time for
the rehabilitation therapy they need to be-
come eligible to receive an organ.

Using an assist device this way has been
dubbed “bridge to eligibility.”

In a subgroup analysis of 87 patients
who received a Novacor left ventricular
assist system (LVAS) when they were clin-
ically ineligible for a heart transplant be-
cause of a relative contraindication, about
two-thirds subsequently improved suffi-
ciently on the device to become eligible
for listing and went on to receive a trans-
planted heart,
James B.
Young, M.D,,
reported at the
annual meeting
of the Interna-
tional Society
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tients subsequently became eligible for a
heart transplant, reported Dr. Young,
chairman of the division of medicine at
the Cleveland Clinic Foundation.

These findings came from a study that
was sponsored by WorldHeart, which
makes the Novacor device.

Although bridge to eligibility works
clinically, the Food and Drug Adminis-
tration has yet to approve it as a formal
indication for an LVAS. In June 2004, the
FDA reviewed the same data that Dr.
Young reported at the meeting and re-
jected a proposal from WorldHeart to
change the wording of the device’s ap-
proved indications. The LVAS could con-
tinue to be used as a bridge to transplant
or as destination therapy, but not as a
bridge to eligibility.

Dr. Young took issue with this decision.

“The indication for these devices should
be for carefully selected and appropriate
patients with end-stage heart failure, with
absolutely no tie to whether it will be as
a bridge to transplant, bridge to eligibili-
ty, or destination therapy,” he said. “We
should recognize the robust data that we
have that says that we can rehabilitate
many patients. We need to plumb the
concept of using LVAS for ill patients and
then deciding which direction to take the
patient.”

By not having an approved indication of
bridge to eligibility, some insurers have re-
fused to cover the cost of placing an LVAS
in a patient who has relative contraindi-
cations for a heart transplant at the time
of treatment, Dr. Young said.

According to formal definitions, any pa-
tient listed as a transplant candidate should
be ready to receive a donor heart as soon

as it’s available. The reality is that “many
patients get LVAS and are said to be trans-
plant candidates even if they have relative
contraindications because it’s reasonable
to expect some contraindications to dissi-
pate while the patient is on an LVAS,” said
Dr. Young.

The most common contraindications
that can potentially resolve with LVAS
treatment are renal insufficiency, pul-
monary hypertension, hepatic dysfunc-
tion, and obesity.

The data that Dr. Young reported came
from the 225-patient pivotal trial for No-
vacor; 190 of these patients were ran-
domized to receive an LVAS, and the re-
maining 35 patients served as control
subjects.

Among the 225 patients, 87 had relative
contraindications for heart transplant at
the time they entered the study. LVAS
treatment was used on 75 of these pa-
tients; the other 12 served as controls.

During the study, 49 of the 75 patients

with an LVAS (65%) improved so that
they could receive a heart transplant, com-
pared with 4 of 12 patients in the control
group (33%).

In addition, following heart transplan-
tation, the rate of survival was similar
among the patients who initially had con-
traindications and those who did not,
showing that the patients can have suc-
cessful transplant outcomes when man-
aged as bridge-to-eligibility patients, Dr.
Young said. |

As an adjunct to diet

Make it to GOAL

Make it CRESTOR

MORE PATIENTS

reached updated LDL-C goal with
CRESTOR at a low 10-mg dose

than atorvastatin 10 mg, simvastatin 10 mg
and 20 mg, and pravastatin 10 mg to 40 mg*'?

PROVEN SAFETY
similar to other leading statins®
In preapproval clinical trials and
postmarketing experience, CRESTOR
has demonstrated a safety profile in
line with other leading statins**

Important Safety Information

*CRESTOR is indicated as an adjunct to diet to reduce elevated total-C, LDL-C, ApoB, non—
HDL-C, and TG levels and to increase HDL-C in patients with primary hypercholesterolemia
(heterozygous familial and nonfamilial) and mixed dyslipidemia

*CRESTOR is contraindicated in patients with active liver disease or with unexplained persistent
elevations of serum transaminases, in women who are or may become pregnant, and in
nursing mothers

*Adverse reactions were usually mild and transient; the most frequent adverse events
thought to be related to CRESTOR were myalgia (3.3%), constipation (1.4%), asthenia (1.3%),
abdominal pain (1.3%), and nausea (1.3%)*’

*The effect of CRESTOR on cardiovascular morbidity and mortality has not been determined;

*In all risk categories combined, 68% of patients treated with CRESTOR 10 mg achieved updated
LDL-C goal vs 50% with atorvastatin 10 mg; 46% and 56% with simvastatin 10 mg and 20 mg,
respectively; and 26%, 40%, and 50% with pravastatin 10 mg, 20 mg, and 40 mg, respectively
(P<.001). No statistically significant difference was shown between CRESTOR 10 mg (68%)
and atorvastatin 20 mg (61%), 40 mg (72%), and 80 mg (74%) and simvastatin 40 mg (50%)
and 80 mg (69%).'

LDL-C goal was <160 mg/dL, <130 mg/dL, <100 mg/dL, or <70 mg/dL, depending on individual risk factors.?

Adapted from the STELLAR trial, a 15-arm trial comparing the efficacy and safety of CRESTOR with
atorvastatin, simvastatin, and pravastatin in 2240 patients with Type lla/llb dyslipidemia.®

long-term outcome studies are currently under way

eIt is recommended that liver function tests be performed before and at 12 weeks following both
the initiation of therapy and any elevation of dose, and periodically (eg, semiannually) thereafter

*Rare cases of rhabdomyolysis with acute renal failure secondary to myoglobinuria have been

reported with CRESTOR and with other drugs
in this class. Patients should be advised to promptly
CRESTOR

report unexplained muscle pain, tenderness,
rosuvastatin calcium

or weakness, particularly if accompanied

by malaise or fever. Therapy with CRESTOR
should be discontinued if markedly elevated
CK levels occur or myopathy is diagnosed
or suspected
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