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More Research Links Heart Disease and RLS
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RLS patients have double the odds of
experiencing a stroke or heart dis-
ease compared to people with no

RLS symptoms; those with the most fre-
quent and severe symptoms have the
greatest risk, according to a study in the
January 1, 2008 issue of Neurology.

In the study of 3,433 people with an
average age of 68, roughly seven percent
of women and three percent of men had
RLS. The association with heart disease
and stroke was most evident in those who
experienced RLS symptoms a minimum
of 16 times per month, says study author
John W. Winkelman, MD, PhD of
Harvard Medical School. “There was also
an increased risk among people who said
their RLS symptoms were severe com-
pared to those with less bothersome
symptoms.” The results did not change
after researchers adjusted for age, gender,
race, body mass index, diabetes, high
blood pressure, high blood pressure med-
ication, HDL/LDL cholesterol levels, and
smoking.

Dr. Winkelman says that although this
study does not show a direct link between
RLS and cardiovascular and cerebrovascu-
lar disease, a number of potential mechan-
ics for such a process exist. “In particular,
most people with RLS have as many as
200 to 300 periodic leg movements per
night of sleep and these are associated with
substantial acute increases in both blood
pressure and heart rate, which may, over
the long term, produce cardiovascular or
cerebrovascular disease.”

Dr. Winkelman listed the limitations
of the study, including that that RLS diag-
nosis was self-reported by questionnaire
rather than by clinical interview.

The study builds on mounting research
and speculation. “There is a growing body
of literature supporting the notion of an
association between periodic leg move-

ments, hypertension and vascular disease,”
says Antonio Culebras, MD, Professor of
Neurology at SUNY Upstate Medical
University and a sleep specialist. About
“85 percent of patients with RLS have
PLMS, so the link between RLS and vas-
cular disease is evident,” he says.

The mechanism might be similar to
what occurs in sleep apnea, he says. PLMS
causes arousals from sleep that are brief
(two to three seconds) but potent auto-
nomic discharges that raise the blood pres-
sure, both systolic and diastolic, and the
heart rate. In patients with sleep apnea, BP
elevations have been measured as high as
200mm Hg systolic. “In subjects with
hundreds of arousals during the night, you
can imagine the stress and load on the
heart. A similar phenomenon might occur

in PLMS,” Dr. Culebras says.
The new study follows research pub-

lished in the April 10, 2007 issue of
Neurology that found RLS could be a tip-
off that a patient is at risk of developing
cardiovascular disease. That study found
blood pressure rates during periodic leg
movements increased by an average of 20
points systolic and 11 points diastolic. It
also found blood pressure changes
increased the most with age and in
patients with a longer history of the dis-
ease. “These findings strongly suggest
blood pressure surges caused by periodic
leg movements might exert a deleterious
impact on the cardiovascular system in
otherwise healthy people,” said study
author Jacques Montplaisir, MD of the
Université de Montréal.  PN
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n FDA Increases Carbamazepine

Warning. Manufacturers of drugs contain-
ing carbamazepine have agreed to include
an on-label recommendation that patients
with Asian ancestry starting the drug should
get a genetic blood test to identify an
increased risk of developing toxic epidermal
necrolysis and Stevens-Johnson syndrome.
While the labeling of carbamazepine drugs
already has a warning that all patients may
have skin reactions, the risk is estimated to
be about 10 times higher in some Asian
countries. Patients who have taken carba-
mazepine for several months and have not
shown any skin reactions are not likely to
ever experience such reactions, regardless
of ancestry.

n Could MS Damage be Reversed?
Biotech company Xanthus Pharmaceuticals
presented preclinical data at the Multiple
Sclerosis Society of Canada’s recent confer-
ence that it says shows the potential of the
drug Symadex (from a new class called imi-
dazoacridinones) to reverse the clinical and
pathological signs of MS, including data

that demonstrate an increase in spinal cord
remyelination. Though not offering any cor-
roborating peer-reviewed evidence, the
announcement detailed the use of an animal
model of experimental autoimmune enceph-
alomyelistis (EAE) designed to replicate MS.
The research covered acute and chronic
phases of the disease, while showing in the
latter a statistically significantly ability to
reverse clinical signs of EAE such as perivas-
cular inflammation, myelitis and demyelina-
tion. The drug increased spinal cord remyeli-
nation after four weeks of treatment.

n Life in the Fast Lane. The FDA has
granted fast track designation for an experi-
mental gene transfer procedure for the treat-
ment of advanced PD. The procedure, devel-
oped by the company Neurologix, delivers
glutamic acid decarboxylase to the subthala-
mic nucleus to stimulate production of GABA
and thereby quell the motor deficits of PD. A
Phase I clinical study demonstrated that the
gene transfer procedure showed improved
motor function and was well tolerated. Brain
metabolism for patients with advanced PD
also improved over the course of the one-
year study. The company hopes to start a
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Medicare Could Cover Home Sleep Tests
Medicare is considering a change

that would allow coverage of
home testing for sleep apnea, the

AP reports. Currently, Medicare covers
CPAP performed at approved sleep labs,
with such testing costing about $1,500
compared with about $500 for the home
test. The proposal is expected to be final-
ized in March after a public comment peri-
od. And in a move that could ruffle some
feathers among sleep specialists, it would
also allow the home tests to be ordered by
any physician, not just a sleep specialist.
With millions of undiagnosed sleep apnea
patients, the ruling is likely to have a sub-
stantial impact.

Seeking to compare the accuracy of
home sleep studies with laboratory PSG in
the diagnosis of obstructive sleep apnea, a
study in the June 2006 issue of The
Laryngoscope found that “home sleep stud-
ies provide similar diagnostic information
to laboratory polysomnograms in the eval-
uation of sleep-disordered breathing but
may underestimate sleep apnea severity.”

Their results showed that respiratory

disturbance index values on portable sleep
studies were 10 percent lower on average
compared with laboratory studies; no sig-
nificant difference in the mean low oxygen
saturation on portable versus laboratory
studies; recorded sleep time was signifi-
cantly higher by 13 percent for laboratory
in comparison to portable studies; and
portable studies were significantly more
likely to give a poor recording in contrast
to laboratory examinations. The price “of
home studies ranged from 35 percent to 88
percent lower than laboratory studies
across a number of countries.

Sleep doctors remain skeptical because
they say in many instances these alternative
tests are not cost-effective; if positive, a
PSG may be required to verify the diagno-
sis and if negative in the face of a strong
clinical suspicion, a PSG will be needed
also.

While there will surely be debate on
whether the price of treating sleep apnea
will ultimately rise or fall with the addition
of home testing, Medicare spending as a
whole is already going in one clear direc-

tion: through the roof. Jumping 19 percent
in 2006 to $401.3 billion, Medicare
spending saw its fastest rate of growth in 25
years. The prescription drug benefit made
up $41 billion of the increase in spending,
according to the research published in the
January/February issue of Health Affairs.
Medicare comprised 18 percent of retail
prescription drug spending in 2006, com-
pared with just two percent in 2005.

Other findings of the report: 
• Out-of-pocket health care spending

by consumers increased by 3.8 percent in
2006.

• Spending by employers on health care
increased by 5.7 percent in 2006.

• Spending on physician services
increased by 5.9 percent, the smallest
increase since 1999.

• Private health insurers reduced pre-
scription drug spending and raised premi-
ums by 5.5 percent, the smallest rate of
increase since 1997.

• Health care administrative costs in-
creased by 8.8 percent, largely due to the
launch of Medicare Part D.  PN
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Phase II study early this year.

n New Use For Neupro. The once-daily
patch Neupro, launched in July 2007 for
treatment of early Parkinson’s, is attempting
to get approval for the use in moderate-to-
severe cases of RLS. Manufacturer UCB
Pharma said the FDA has “accepted for fil-
ing” the supplemental New Drug Application
on the basis of two fixed-dose, randomized,
double-blind, placebo-controlled studies. In
approximately 1,000 patients over a six-
month period, UCB said rotigotine produced
statistically significantly reductions in RLS
symptoms in patients with moderate-to-
severe idiopathic RLS. The efficacy of the
drug was measured with the International
Restless Legs Severity Scale and was gener-
ally well-tolerated, the company said.

n Mark This Down. Levels of the bio-

marker p-tau 231 were a significant predictor
of conversion in the transition from mild cog-
nitive impairment to AD in a relatively short
observation interval, according to a study
published in the December 11, 2007
Neurology. The researchers followed 145
people for an average of 18 months in the lon-
gitudinal, European-based multicenter study.
This included 43 MCI subjects that subse-
quently declined to AD, 45 MCI subjects that
did not decline to Alzheimer's disease and 57
controls. The results of the study suggest
clinical utility of p-tau 231 for the prediction
of Alzheimer's disease within a clinically use-
ful time period of 1.5 years.

n Deeply Stimulating. About one in five
patients with PD symptoms may benefit from
deep brain stimulation and should be consid-
ered for the treatment, according to a study
presented at the 17th World Congress on
Parkinson’s disease and Related Disorders in
Amsterdam. The multicenter study was con-
ducted with the support of a new screening

program called STIMULUS, which re-
searchers believe has the potential to help
neurologists find patients who could benefit
from DBS. The complexity of PD makes it
challenging for general neurologists to iden-
tify the appropriate DBS candidates, says one
of developers of STIMULUS, and this pro-
gram brings more clarity to the issue.

n Communication Breakdown. About 82
percent of 10 million people with neurologi-
cal disorders in the UK don’t receive as much
information as they want about their illness,
according to a new study published jointly by
the Neurological Alliance, the Association of
the British Pharmaceutical Industry and Ask
About Medicines. Called “Taking Control,” it
found that 41 percent feel they aren’t treated
with respect by health care professionals.
Getting information that allows patients to
manage their disease is critical, they say.
Also of note, 70 percent were not given any
advice on where to get more information on
their condition at diagnosis.
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