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New developments in epilepsy care
are giving physicians more tools, as
well as insight on how to put their

older ones to better use.
The new antiepilepsy drug retigabine is

safe and effective, according to a study
published in the April 10th issue of
Neurology. The drug acts by opening
potassium channels and is used in people
with partial-onset seizures whose episodes
are not fully controlled by other drugs.
The study divided 399 people into four
groups: one placebo group and three oth-
ers receiving different doses of retigabine
for 16 weeks. Those participating were
experiencing an average of eight to 10
seizures per month and were on a regimen
of one to two other epilepsy drugs. 

Subjects who took the highest dose of
the drug had the best results of the groups,
averaging 35 percent fewer seizures during
the study, compared to 13 percent fewer
for those on placebo. Of those taking the
highest dose, 33 percent had a 50 percent
or greater reduction in seizure frequency.
The study was sponsored by Wyeth
Pharmaceuticals, developer of retigabine.

Another new study, this one from the
UK, suggests that lamotrigine is clinically
superior and is a cost-effective alternative
to carbamazepine for the majority of
patients with partial seizures. The study
also found that the older treatment val-
proate is still the most clinically effective
drug for those with generalized epilepsy.

The clinical trial of more than 2,000
patients compared newer drugs for epilep-
sy with carbamazepine and valproate,
which for the last 20 years have been gen-
erally regarded as first choice drugs for
patients with partial onset and generalized

seizures, respectively. Conducted by re-
searchers at the University of Liverpool,
the multi-center trial was the largest of its
kind.

However, the survey’s methods raised
the eyebrows of Michael R. Sperling, MD,
Baldwin Keyes Professor of Neurology and
Director of the Jefferson Comprehensive
Epilepsy Center at Thomas Jefferson
University. “The risk of life-threatening
idiosyncratic reaction is not factored into
this analysis. [There are] insufficient num-
bers of patients to properly demonstrate
differences in idiosyncratic reactions,” Dr.
Sperling says. The literature suggests that
the risk of Stevens-Johnson and Lyell’s syn-
dromes is much higher with lamotrigine
than carbamazepine, and one or two cases
or these—perhaps seen with a larger sam-
ple—might greatly alter the conclusions,
he adds.

In the first arm of the study, carba-
mazepine was compared to newer drugs
gabapentin, lamotrigine and oxcar-
bazepine and topiramate in patients suffer-

ing from partial epilepsy. In the second
arm, valproate was compared with lamot-
rigine and topiramate in generalized
epilepsy.

Dr. Sperling says the finding may help
physicians to reevaluate their prescribing
habits. “It is one more bit of evidence that
perhaps there are advantages to be gained
by using drugs developed within the past
two decades rather than relying on older
agents,” he says. He also speculates carba-
mazepine will continue to lose its appeal
over time. “Carbamazepine will be pre-
scribed less often as other drugs gain
greater acceptance,” he says.

The study sought to determine the
effect of the drugs on seizure recurrence,
quality of life and cost-effectiveness.
Patients examined were children older
than the age of five and adults who had
two or more clinically definite unprovoked
epileptic seizures within the past 12
months, and for whom treatment with a
single antiepileptic drug was the best
option. The study was commissioned by
the National Institutes of Health.

Finally, levetiracetam (Keppra) was
recently given FDA approval for primary
generalized tonic clonic seizures in patients
six years old and up. According to data
from manufacturer UCB Pharma, 24.1
percent achieved seizure freedom (versus
8.3 percent for placebo) from all seizure
types in a clinical trial of Keppra as add-on
therapy in 164 patients aged four to 65
with refractory idiopathic generalized
epilepsy over a 20-week period. UCB says
that 72.2 percent of subjects experienced a
50 percent reduction in weekly PGTC
seizures compared with 45.2 percent of
placebo patients.   PN
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Controversial Dopamine Agonist is To Be Removed from Market

March 21st New York Times article. The changes are a response to critics
who assert that by having advisory committee members on the payroll,
drug and device makers exert undue influence on the agency’s approval
process.

n Built for Speed. The weeklong wait for meningitis test results forces
physicians to delay treatment during this critical period. However, that wait
can be cut down to roughly two and a half hours now that FDA has cleared
for marketing the Xpert EV test. When used with other laboratory tests, the
test will help physicians distinguish between viral meningitis and the less-
common, but more severe, version of meningitis caused by bacteria.
"Patients who have viral meningitis are frequently treated with antibiotics
as a safeguard against the more dangerous bacterial meningitis,” which
can be fatal within as little as two days, says Daniel Schultz MD, Director
of the Center for Devices and Radiological Health. This test should help
prevent unnecessary treatment with antibiotics, he says.

n Men Fare Better After Acute Stroke Treatment. The benefits from
the use of a clot-busting drug after stroke are more likely to be experienced
by men than women, according to a report in Neurology, Mar 2007; 68:
842-848. The study reported that men were more than three times as like-
ly as women to achieve functional independence at three months after tPA
treatment. “There are potential biological reasons why women may not
respond as well as men to tPA, including the possibility that women have
higher levels of substances in the blood that can cause blood clots, as has
been seen in women with heart disease,” says Mitchell S. V. Elkind, MD,
Associate Professor of Neurology at Columbia University Medical Center.

n Family Matters. A person’s risk of having a stroke is significantly
increased due to one of the most common genetic defects passed on
through families, according to a report published in Neurology 2007, 68:
1025-1031. All of the participants—9,178 people in Denmark over a 24-
year period—were found to have the H63D defect in the HFE gene, also

n Protein May Promote Migraines. Excessive amounts of the pro-
tein RAMP1 appears to “turn up the volume” of a nerve cell receptor’s
response to a neuropeptide thought to be a cause of migraines, accord-
ing to the issue of the Journal of Neuroscience, 7 Mar 2007; 27 2693-
2703 (10) CGRP (calcitonin gene-related peptide) was the culprit; stud-
ies have shown that it plays an important role in migraine headaches.
Notably, levels of CGRP are elevated in the blood during a migraine
episode, and drugs that either reduce CGRP levels or block its effective-
ness significantly reduce the associated pain. In the study, subjects
exposed to CGRP experienced migraine.

n Got Risedronate? It’s not just milk that does a body good. Men
with PD who take risedronate have increased bone density and are sig-
nificantly less likely to fracture a hip than those not taking the drug,
according to a two-year study involving 242 elderly men with PD in
Tokyo published in Neurology 2007;68:911-915 Half of the group
received risedronate and vitamin D2 and the other half received place-
bo and vitamin D2. The study found that men taking risedronate were
three times less likely to fracture their hip than the placebo group and
that bone mineral density among patients taking risedronate increased
by 2.2 percent, while the placebo group decreased by nearly three per-
cent.

n Follow the Money. The relationship between expert advisers to
the government and drug and device makers is too cozy for some in the
FDA. Doctors who receive more than $50,000 from a company would
be barred from serving on committees that discussed that company’s—
or a competitor’s—product under new rules announced March 21st.
This would affect a “significant number” of the agency’s present advis-
ers, according to acting deputy commissioner, Randall W. Lutter in a

SHORTTAKES

Pergolide (Permax) has been voluntarily withdrawn from
the market in the United States over concerns about
heart valve disease from long-term use of the drug,

according to a release by the Food and Drug Administration.
The FDA said patients should gradually wean themselves off
and “not stop taking pergolide without consulting their
healthcare professional, since stopping pergolide too quickly
can be dangerous and several other effective treatments are
available.”

The announcement comes after two studies published in
The New England Journal of Medicine in January 2007
demonstrated that patients with PD who were treated with
pergolide had an increased probability of serious damage to
their heart valves when compared to a group of patients who

did not receive the drug. A boxed warning regarding the risk
of serious heart valve damage was added to the labeling in
2006. “Our conclusion is that pergolide has no demonstrated
advantage over other therapies,” Dr. Robert Temple of the
FDA’s office of drug evaluation said at a briefing. “We believe
almost all patients can be converted to another drug.” He esti-
mated that between 12,000 and 25,000 people currently used
the drug, according to CNN.

The FDA offered a three-tiered approach to physicians
with patients on pergolide:

1. Assess the patient’s need for dopamine agonist therapy.
If continued treatment necessary, substitute another agonist
for pergolide. 

2. Gradually decrease the dose of pergolide.
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Removed from Market

known as the hemochromatosis gene. Three hundred and ninety-three
people had a stroke and 504 people developed cerebrovascular disease.
People with two copies of the H63D genetic defect were two to three
times more likely to develop stroke than those without the gene, the
study concluded.

n Extended Benefits. Taking the drug ropinirole in a 24-hour pro-
longed release formulation caused PD patients to significantly reduce
daily “off” time, according to a report in the April 3rd issue of
Neurology. Patients who received the drug reduced their average daily
“off” time by 2.1 hours, while the placebo group saw a reduction of 0.3
hours. The group taking ropinirole also experienced significant
improvements in quality of life, depression, emotional well-being, stig-
ma and sleep. The study found the 24-hour prolonged release ropinirole
was as effective as immediate-release ropinirole and better tolerated.

n Good Fortune. After the FDA temporarily stopped the approval
process for their migraine drug Trexima, developers Pozen and
GlaxoSmithKline have had a reversal of fortune. The drug that combines
Imitrex with naproxen sodium was better at alleviating pain than either
drug alone, according to research published in an April edition of the
Journal of the American Medical Association. Researchers performed
two identical, randomized studies of roughly 1,500 patients each at 118
US clinical centers. Also, Pozen announced last month that the FDA has
accepted its application for marketing and the drug could be available
by August 1st.

n Data on Demand. The FDA has given its OK for two new devices,
the EasyNet Oximeter and Nasal Pressure Airflow, to be used with the
Cadwell Easy Ambulatory 2 and Easy III sleep diagnostic systems,
according to Cadwell Laboratories. The modules use Cadwell’s EasyNet
communications protocol to share data with Cadwell diagnostic prod-
ucts and manage the transfer of information between multiple net-
worked modules worn by the patient.

3. Patients who will be taken off pergolide should 
be told that other effective options exist, including three
other DAs that are not associated with damage to heart
valves.

The FDA said it is currently working with Valeant
Pharmaceuticals, maker of Permax, and other manufacturers
of pergolide to see if there’s a way to make the drug available
to those patients who are currently taking pergolide whose
previous efforts to switch to a different treatment have been
unsuccessful, or where efforts following the advisory to
switch therapies are unsuccessful as well. Manufacturers of
generic products, according to the FDA, include Par
Pharmaceutical Companies and Teva Pharmaceutical
Industries. PN
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