
NEWSBRIEFS

Although specifics are few, the asso-
ciation between multiple sclerosis
and a genetic predisposition is gen-

erally well-known, thanks largely to
genetic studies of twins. The concordance
rate of MS in identical twins is roughly
30 percent. In fraternal twins and sib-
lings, the concordant risk is two percent,
considerably smaller than identical twins
but nevertheless greater than the 0.1 per-
cent risk measured in the general popula-
tion. Now, there is some insight to why
that might be the case.

In a new study published on the New
England Journal of Medicine web site July
29th, researchers performed a genome-
wide association study to identify alleles
related with the risk of MS and found
that “alleles of IL2RA and IL7RA and
those in the HLA locus are identified as
heritable risk factors for [MS],” giving
credence to the presumption that poly-
morphism in genes that regular the
immune response play a decisive role in
multiple sclerosis. This is an exciting
finding, as genetic studies in MS have
been rather difficult to perform and in
the past had not yielded much new infor-
mation, says Fred Lublin, MD, Professor
of Neurology at Mount Sinai School of
Medicine and Director of Corinne
Goldsmith Dickinson Center for Multi-
ple Sclerosis at Mount Sinai. 

Common DNA sequence variants in
931 family trios (comprised of an affect-
ed child and both parents) were identified
with DNA microarray technology and
tested for association; findings were repli-
cated by genotyping another 609 family
trios, 2322 case subjects, and 789 control
subjects and using genotyping data from
two external control data sets. A shared
analysis of records from 12,360 subjects
was completed to calculate approximately
the overall magnitude and effect size of
associations between alleles and the possi-

bility of MS. “The current study identi-
fies new target genes that strengthen the
possibility that MS is an autoimmune
disease and could potentially provide new
diagnostic and therapeutic targets, al-
though, as the authors note, MS appears
to be a complex heterogeneic disorder
and more work will be needed to sort out
the issues of susceptibility,” Dr. Lublin
says.

Despite the promising new finding, in
an accompanying editorial, Leena
Peltonen, MD, PhD raised a caution flag.
“It is important to recognize that the
increased risk contributed by IL2RA and
IL7RA is very low and that these two alle-
les explain only a very small proportion of
the variance (0.2%) in the risk of multi-
ple sclerosis,” she writes.

In unrelated research, a relationship
between sun exposure and one’s propensi-

ty to develop MS was found. A study in
the July 24th issue of Neurology finds that
those who had more sun exposure as chil-
dren may have less risk of developing MS
than those who spent less time outside
under the sun. The study followed 79
pairs of identical twins who had identical
genetic risk of MS in which just one twin
had MS. Researchers questioned the
twins on several issues, including whether
they or their twin had spent more time
outside during hot days, cold days and
summer time. The twin who had MS
spent more time away from the sun than
the one without MS; the sibling who
spent more time outside, depending on
the activity, had a 25 to 57 percent re-
duced risk of developing MS. As an
example, the possibility of developing
MS was 49 percent less for those who sun
tanned more than their twin. PN
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n Heartache About Headache. Heart

problems may be caused by the use of a drug
increasingly used to prevent cluster
headaches. The findings, published in the
August 14th Neurology, say that patients on
verapamil for cluster headaches should be
closely monitored via EKG for the potential
development of irregular heartbeats. The
authors followed 108 patients with an average
age of 44 who began using verapamil, then
increased their drug dosage every two weeks
until the headaches ceased or side effects
occurred. Twenty-one patients, or 19 percent,
experienced irregular heartbeats while on the
drug. Though most cases were not consid-
ered serious, one patient required a pacemak-
er. Also, 37 percent of patients had slower
than normal heart rates while using the drug,
though it was only severe enough to stop ver-
apamil use in four instances.

n What Doesn’t Kill it Makes it Stronger.
It’s already known that preconditioning can
help curtail damage to heart tissue, but new

research has applied the same theory to brain
tissue and says “challenging” it can lessen the
damage done to blood vessels during a
stroke. The research, which appears in the
July issue of the Journal of Neuroscience,
gave the brain of mice a slight noxious stimu-
lus which strengthened the brain cells against
damage from a superior insult later on. 

The inflammatory toxin lipopolysaccha-
ride was given to healthy mice 24 hours
before an induced stroke—the method of pre-
conditioning used in this study—and
researchers saw a 68 percent reduction in
stroke intensity. The preconditioning also
increased blood flow in areas of the brain that
were unaffected by the stroke by 114 percent.

n Forget the Old Theory on Amnesia.
Conventional neurological wisdom held that
modifying proteins formed short-term mem-
ories, whereas new proteins shape long-term
memories. However, a new study in Pro-
ceedings of the National Academy of Science
USA challenges this, finding that the levels of
norepinephrine, dopamine and serotonin shot
up 1,000 to 17,000 percent higher than their
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Will the Patch Stick? A New Modality for AD Therapy Debuts

The recent approval of the Exelon
patch (rivastigmine transdermal) for
mild to moderate AD could help

physicians provide quality care while
minimizing side effects, according to its
manufacturer Novartis. The transdermal
formulation allows once-daily dosing and
has a lower incidence of gastrointestinal
side effects than the oral form, since it
bypasses the gastrointestinal tract and
provides steady drug levels throughout
the day, reducing nausea and vomiting.
But this new delivery vehicle raises ques-
tions about the role of oral form of the
drug. Should the patch be considered the
standard treatment? Does it work in
combination with oral memantine?

“In theory, I think the patch may be a
preferable treatment option because of
improved convenience and tolerability.
In reality, I am withholding judgment

until I see what the cost issues are,” says
Ann Marie Hake, MD and Associate
Professor of Clinical Neurology at the
Indiana University School of Medicine.
It’s not uncommon for insurers to refuse
to cover a medication until it has been
out for several months, she adds, mean-
ing a patient may still find it cheaper to
stay on the oral form for now. “Plus, I
don't know yet if Novartis will price the
patch differently from the oral form.”
Novartis announced July 9th that it had
not yet set a price. 

One issue that has yet to be resolved
through clinical study is the prospect of
combination regimens. The patch has
not been tested in combination with
memantine, “but it would be reasonable
to expect that there should be no signifi-
cant differences in efficacy between the
two forms,” Dr. Hake says. 

The efficacy of memantine plus oral
rivastigmine is established in patients
with mild-to-moderate AD, and was
expounded in the March 13th 2007 issue
of Dementia and Geriatric Cognitive
Disorders. The study concluded, “Mem-
ory improvement was correlated with
ADAS-Cog memory score at baseline
and inversely with age at onset of treat-
ment. The data suggest that improve-
ment on combination therapy results
from an improvement of attention/exec-
utive function with secondary memory
improvement.”

Dr. Hake believes the patch will stick
as the preferred therapy. “Provided the
cost of the patch is not substantially
greater than the oral form, I think it will
become the preferred form of Exelon,
although there will still be a place for oral
Exelon,” she says. PN
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normal levels before tapering off well below
normal for eight to 48 hours. The authors
found this after researching the biochemical
action triggered by the protein synthesis
inhibitor anisomycin in the amygdala. “Those
neurotransmitters themselves regulate mem-
ory formation,” said Paul Gold, PhD.

n Spice Up Your AD Treatment. Phys-
icians often advocate the importance of main-
taining a healthy diet. With Alzheimer’s
patients, you might also want to encourage
them to spice that diet up. A new study in the
July 16th issue of Proceedings of the
National Academy of Sciences says that a
chemical found in curry may help the immune
system clear out brain plaques associated
with AD. Looking at blood samples of AD
patients, researchers discovered that a chem-
ical called bisdemethoxycurcumin boosted
macrophages to clear amyloid beta. The
chemical is the active ingredient in curcumi-
noids, which is a natural substance found in
turmeric root. Turmeric is a spice that can

often be found in curry powders.
n AD Drug Gets New Indication. Donep-

ezil, initially recommended for patients with
mild to moderate AD, also improved memory
and global function in people with severe AD,
according to a study published in the July 31st
issue of Neurology. The study examined 343
people with severe AD from clinics in five
countries for six months. Study authors found
that donepezil helped cognitive function stabi-
lize or improve in 63 percent of people com-
pared to 39 percent of the placebo group.
When compared against placebo, patients tak-
ing donepezil saw an improvement in memory,
language, attention and recognizing one’s own
name. They also experienced less decline in
social interaction, skills needed to complete a
jigsaw puzzle and arranging sentences com-
pared to the placebo group.

n Artificial Cervical Disc Approved. The
first artificial cervical disc for treating cervical
degenerative disc disease has been approved
for marketing by the FDA. Rather than remov-
ing a diseased or bulging disc and fusing two
or more vertebrae, the Prestige Cervical Disc
would replace the damaged natural disc. “This
device will help relieve pain and restore func-

tion,” the FDA’s Daniel Schultz, MD, says in an
FDA news release. A study of 541 patients
found the device helped reduce neck and/or
arm pain and had similar safety and effective-
ness as cervical fusion. The FDA based
approval largely on these results.

n Revisiting CALM. The CALM-PD trial
sought to evaluate the development of motor
complications of pramipexole and levodopa in
early PD. One side note, however, was that the
developing or worsening of somnolence,
edema and hallucinations was higher than
anticipated. A secondary analysis published in
the July 10th Neurology concluded that
“comorbid illnesses are important and over-
looked risk factors for the development of
somnolence, edema and hallucinations.” 

The analysis found that initial treatment
with pramipexole, male gender, and greater
than five systems with a comorbid illness
were associated with somnolence. Initial
pramipexole treatment, female gender and
comorbid cardiac disease were associated
with edema. Age greater than 65, MMSE
score over 28, and more than five systems
with a comorbid illness were associated with
hallucinations.
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